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NOTICE 


Change  in  Receipt  Dates  for  RFA-NCI-DRCCA-CCB-82-6 


An  announcement  in  the  January  29,  1982  Guide  for  Grants  and  Contracts  (Vol.  11, 
No.  2,  pages  15-18)  summarized  a Request  for  Proposals  (RFA)  for  cancer  control 
units  for  defined  population  studies.  Receipt  dates  for  letters  of  intent  and 
application  deadline  for  that  RFA  have  been  changed  from  March  31,  1982  to 
April  30,  1982  (letter  of  intent)  and  from  July  15,  1982  to  August  15,  1982  for 
submission  of  applications.  Applications  will  be  reviewed  by  the  National  Cancer 
Advisory  Board  at  its  May,  1983  meeting,  with  start  dates  around  July,  1983. 
Additional  information  and  copies  of  the  RFA  may  be  obtained  from: 

Carlos  E.  Caban,  Ph.D. 

Program  Director 
Division  of  Centers,  Resources 
and  Community  Activities 
National  Cancer  Institute 
National  Institutes  of  Health 
Blair  Building,  Room  716B 
8300  Coleville  Road 
Silver  Spring,  Maryland  20910 


NOTICE 


The  Program  Announcement  "Experimental  Research  Related  to  Mammographic 
Screening  for  Human  Breast  Cancer"  was  published  in  the  NIH  Guide  to  Grants  and 
Contracts,  Vol.  9,  No.  2,  pp.  33-35,  January  25,  1980.  The  Breast  Cancer  Program 
of  the  National  Cancer  Institute  no  longer  considers  it  necessary  to  provide 
special  encouragement  for  grant  applications  for  animal  and  tissue  culture  studies 
that  will  provide  new  and  relevant  information  on  problems  related  to 
mammographic  screening  for  human  breast  cancer.  Cancellation  of  this  Program 
Announcement  does  not  prevent  an  investigator  from  submitting  a grant  related  to 
this  topic  through  the  regular  DRG  mechanism. 
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SPECIAL  EMPHASIS  RESEARCH  CAREER  AWARD  IN 
LABORATORY  ANIMAL  SCIENCE  (SERCA) 

ANIMAL  RESOURCES  PROGRAM 

DIVISION  OF  RESEARCH  RESOURCES 

I.  INTRODUCTION 

The  Division  of  Research  Resources  announces  a new  Special  Emphasis 
Research  Career  Award  in  Laboratory  Animal  Science.  This  special  award  is 
made  to  develop  multidisciplinary  veterinary  researchers  who  will  direct 
their  research  toward  refining  the  use  of  laboratory  animals  in  biomedical 
research,  the  study  of  significant  laboratory  animal  disease  problems 
occurring  in  vivarial  settings,  and  the  development  of  new  animal  models 
useful  in  solving  biomedical  research  problems. 

This  award  emphasizes  indepth  experience  for  the  laboratory  animal 
specialist  in  various  fundamental  and  clinical  scientific  disciplines.  In  the 
initial  phase,  the  awardee  is  expected  to  develop  capabilities  in 
fundamental,  applied,  and/or  clinical  research.  In  the  final  phase,  the 
awardee  is  expected  to  undertake  a multidisciplinary  research  program 
aimed  at  a better  understanding  of  a laboratory  animal  disease  problem  or 
development  or  utilization  of  an  animal  model  in  the  solving  of  a biomedical 
research  problem.  This  award  is  not  intended  for  established  investigators. 

II.  BACKGROUND 

Laboratory  animals  are  used  in  approximately  55  percent  of  the  research 
projects  supported  by  the  National  Institutes  of  Health.  The  SERCA  is 
meant  to  stimulate  the  development  of  research  on  laboratory  animal 
disease  problems  and  the  further  application  of  these  phenomena  to  the 
solving  of  human  health  research  problems.  Some  of  the  opportunities 
available  are  the  development  of  new  models,  the  utilization  of  the 
laboratory  animal  diagnostic  laboratories  supported  by  DRR,  and  other 
biomedical  resources,  in  identifying  new  animal  models,  in  further  defining 
these  models,  and  utilization  of  several  species  which  have  similar  diseases 
to  develop  composite  models  which  may  be  useful  in  solving  health  problems. 

III.  OBJECTIVES  OF  THE  AWARD 

The  SERCA  provides  opportunities  for  a biomedical  researcher  trained  in 
laboratory  animal  science  who  wishes  to  develop  research  expertise  in  the 
broad  fundamental  and  clinical  disciplines  essential  for  a multidisciplinary 
approach  to  research  opportunities  in  laboratory  animal  science  and  to  the 
utilization  of  laboratory  animal  health  disorders,  to  the  solution  of  human 
health  problems. 
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This  award  is  intended  to: 

o Encourage  qualified  individuals  at  early  stages  of  their  scientific 
careers  to  develop  research  interest  and  skill  in  disciplines  such  as 
laboratory  animal  medicine,  pathology,  microbiology,  genetics, 
biochemistry,  and  behavioral  sciences. 

o Provide  support  for  individuals  to  pursue  a program  of  research  in  the 
various  fundamental  and  clinical  research  disciplines  related  to 
laboratory  animal  sciences  and  animal  health  problems  in  laboratory 
animals,  or  models  for  human  disease  which  may  be  identified  by 
practitioners  and  bench  scientists  working  with  human  health  research 
problems. 

o Create  a pool  of  highly  qualified  laboratory  animal  investigators  with 
experience  and  skills  in  the  clinical  and  basic  science  disciplines 
necessary  to  develop  a laboratory  animal  model.  These  investigators 
should  possess  indepth  experience  in  their  research  disciplines  and  a 
breadth  of  knowledge  in  related  fields  of  interest. 

IV.  PROVISIONS  OF  THE  AWARD 

The  SERCA  provides  5 years  of  support  for  a multidisciplinary  approach  to 
research  investigation  and  development.  Awards  will  be  made  on  an  annual 
basis,  and  will  be  contingent  upon  the  continued  availability  of  funds. 

During  the  first  three  years  of  SERCA  support,  the  awardee  is  expected  to 
develop  capabilities  in  fundamental,  applied  and/or  clinical  research  related 
to  the  basic  and  clinical  science  aspects  of  laboratory  animal  science.  These 
activities  should  be  oriented  around  the  initiation  of  a specific  research 
project(s).  Exposure  to  multiple  disciplines,  such  as  physiology, 

biochemistry,  genetics,  immunology,  pathology,  microbiology,  pharmacology, 
nutrition  and  epidemiology  should  be  included  in  the  candidate's  plans 
presented  in  the  original  application.  Investigators  are  encouraged  to  pursue 
these  activities  in  more  than  a single  laboratory  at  one  institution.  For  this 
developmental  phase,  in  addition  to  funds  for  salary  and  fringe  benefits,  up 
to  $8,000  direct  costs  may  be  requested  for  research  support  (see  section 
B.). 

During  the  third  year  of  SERCA  support,  an  application  must  be  submitted 
detailing  plans  for  an  extended  research  program  for  both  years  four  and 
five  of  the  award.  The  expanded  research  program,  of  the  awardee's  own 
design,  must  focus  on  the  basic  and  clinical  science  aspect  of  laboratory 
animal  science.  In  addition  to  plans  for  an  expanded  research  program,  this 
application  should  summarize  progress  made  during  the  first  3 years  of 
SERCA  support  and  should  include  a detailed  budget  for  research  support  not 
to  exceed  $15,000  per  year  direct  costs  (in  addition  to  the  awardee's  salary 
and  fringe  benefits)  for  the  fourth  and  fifth  years  of  the  award.  The 
research  support  budget  awarded  for  the  last  two  years  will  be  determined 
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following  scientific  review  by  DRR  staff  and  Council.  If  the  research 
support  award  is  not  favorably  recommended,  the  continuation  of  salary 
support  will  be  re-evaluated. 

As  detailed  above,  the  SERCA  grant  is  made  annually  to  the  awardee's 
parent  institution  for  each  budget  period.  Costs  allowed  may  include: 

A.  Awardee's  Salary 

Up  to  a maximum  of  $30,000  from  SERCA  funds  for  salary 
support  may  be  requested.  In  addition,  fringe  benefits  will  be 
provided  and  institutional  supplementation  is  permitted. 

B.  Research  Support  (limited  to  $8, 000/year  for  years  01  through 
03  and  $15,000  for  years  04  and  05; 

Equipment:  Specialized  research  equipment  essential  to  the 

proposed  program  may  be  requested.  However,  available 
facilities  should  include  most  of  the  necessary  equipment; 

Supplies:  Consumable  supplies  essential  to  the  proposed  program 
may  be  requested; 

Tuition  for  training  courses:  If  essential  to  the  awardee's 
individual  training  program,  funds  for  tuition  may  be  requested. 

Other  Costs:  In  addition,  funds  may  also  be  requested  for 
technical  assistance,  consultant  costs,  domestic  travel, 
publication  costs  and  other  appropriate  expenses  which  are 
essential  to  the  proposed  program. 

C.  Indirect  Costs 

Funds  may  be  requested  for  the  reimbursement  of  actual  indirect 
costs  at  a rate  of  up  to,  but  not  to  exceed,  8%  of  the  total 
allowable  direct  costs  of  each  award. 

V.  CRITERIA  FOR  ELIGIBILITY 

Candidates  for  a Special  Emphasis  Research  Career  Award  in  Laboratory  Animal 
Science  must: 

1.  Hold  a D.V.M.  degree. 

2.  Have  a minimum  of  two  years  post-D.V.M.  research  experience  which 
may  include  one  year  of  clinical  training  in  the  sub-specialty  of 
laboratory  animal  medicine  or  appropriate  disciplinary  training. 

3.  Be  nominated  by  an  institution  on  the  basis  of  qualifications,  interests, 
accomplishments,  motivation  and  potential  for  a research  career. 
Evidence  of  the  commitment  of  the  institution  to  the  candidate's 
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research  development  must  be  provided.  It  is  not  essential  for  the 
applicant  institution  to  commit  itself  in  the  application  to  eventual 
placement  of  the  candidate  on  its  permanent  full-time  faculty,  but  it 
is  expected  that  institutions  will  choose  the  candidates  with  potential 
for  appointment  at  that  or  similar  institutions. 

4.  Plan,  with  an  advisor  who  is  a mature  investigator  in  the  field  at  the 
parent  institution,  a developmental  and  research  program  (which  may 
involve  travel  to  other  institutions)  in  which  the  awardee  will  receive 
development  and  research  experience  in  preparation  for  a future 
career  of  independent  research.  The  candidate's  proposed  research 
projects  during  the  first  three  years  of  the  award  must  be  described. 

5.  Agree  to  inform  the  DRR  for  a period  of  five  years  subsequent  to 
completion  of  the  award  about  academic  status,  publications,  and 
grants  or  contracts  relative  to  the  focus  of  this  award. 

6.  Candidates  for  an  award  must  be  citizens  or  noncitizen  nationals  of 
the  United  States  or  its  possessions  and  territories  or  must  have  been 
lawfully  admitted  to  the  United  States  for  permanent  residence  at  the 
time  of  application. 

VI.  APPLICATION 

Applications  must  be  submitted  on  form  PHS-398,  which  is  available  at  most 
grantee  institutions,  or  may  be  obtained  from  the  Division  of  Research 
Grants,  NIH.  Application  receipt  dates  are  June  1,  October  1 and  February 
1. 

Prospective  applicants  should  contact  the  office  listed  below  for 
supplemental  instructions  to  be  used  in  preparing  the  application,  for 
information  concerning  peer  review,  and  for  inquiries  related  to  applicant 
eligibility,  appropriate  areas  of  research  emphasis,  and  SERCA  program 
administration: 


John  E.  Holman,  D.V.M.,  Ph.D.,  Director 
Laboratory  Animal  Sciences  Program 
Animal  Resources  Branch 
Division  of  Research  Resources 
Building  31,  Room  5B59 
National  Institutes  of  Health 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-5175 
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ANNOUNCEMENT 


SPECIAL  EMPHASIS  RESEARCH  CAREER  AWARD: 

DIABETES  MELLITUS-OBSTETRICAL,  PERINATAL,  AND  PEDIATRIC  ASPECTS 

NATIONAL  INSTITUTE  OF  CHILD  HEALTH  AND  HUMAN  DEVELOPMENT 

NATIONAL  INSTITUTE  OF  ARTHRITIS,  DIABETES,  DIGESTIVE  AND 
KIDNEY  DISEASES 


Application  Receipt  Date:  June  1 Annually 


This  is  to  announce  the  annual  receipt  date  of  June  1 for  applications  for  the  SERCA: 
Diabetes  Mellitus  - Obstetrical,  Perinatal,  and  Pediatric  Aspects.  Applications  received 
on  or  before  June  1,  1982  should  specify  a project  start  date  of  July  1,  1983.  The  next 
receipt  date  will  be  June  1,  1983  for  a possible  start  date  of  July  1,  1984. 

The  award  is  intended  to: 

o encourage  qualified  individuals  in  the  early  stages  of  their  post-graduate 
medical  and  scientific  careers  to  develop  research  interests  and  skills  in  the 
obstetrical,  perinatal,  and  pediatric  aspects  of  diabetes  mellitus; 

o provide  support  for  individuals  to  pursue  a program  of  research  in  various 
fundamental  and  clinical  research  disciplines  related  to  diabetes  mellitus  during 
pregnancy  and  its  associated  neonatal  morbidity  and  mortality;  and 

o create  a pool  of  highly  qualified  investigators  with  experience  and  skills  in  the 
obstetrical,  perinatal,  and  pediatric  aspects  of  diabetes  mellitus  for  a future 
role  in  research,  teaching,  and  clinical  care. 

The  Special  Emphasis  Research  Career  Award  provides  the  opportunity  for  an 
obstetrician  or  pediatrician  with  developing  research  interests  to  acquire  experience  and 
skill  in  the  broad  fundamental  and  clinical  scientific  disciplines  essential  for  a 
multidisciplinary  approach  to  the  endocrinologic  and  metabolic  aspects  of  diabetes 
mellitus  in  obstetrical,  perinatal,  and/or  pediatric  contexts.  This  SERCA  emphasizes  in- 
depth  experience  in  several  fundamental  and  clinical  scientific  disciplines  which  are  not 
dependent  upon  a single  laboratory  or  institution. 

PROVISIONS  OF  THE  AWARD 

This  nonrenewable  award  provides  support  for  a five-year  period  of  full-time  research 
and  related  activities.  The  latter  may  include  research  development  activities  as  well  as 
involvement  in  patient  care  to  the  extent  that  it  will  strengthen  research  skills.  The 
SERCA  grant  made  to  the  awardee's  parent  institution  provides  up  to  $30,000  per  year 
for  full-time  salary  support  plus  fringe  benefits.  A maximum  of  $8,000  per  year  during 
the  first  three  years  and  up  to  $20,000  per  year  during  the  last  two  years  will  be  provided 
for  necessary  research  costs  including  technical  assistance,  equipment,  supplies, 
consultant  costs,  domestic  travel,  patient  care  cost,  publication,  and  other  costs. 

Working  closely  with  an  advisor,  the  candidate  is  expected  to  develop  capabilities  in 
fundamental,  applied,  or  clinical  research  in  the  metabolic  and  endocrinologic  aspects  of 
diabetes  in  gestational,  perinatal,  or  pediatric  contexts.  These  activities  should  be 
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design.  Exposure  to  multiple  disciplines,  such  as  physiology,  biochemistry,  biophysics, 
pharmacology,  nutrition  and  epidemiology  should  be  included  in  the  candidate's  plans. 
Investigators  are  encouraged  to  pursue  these  activities  in  more  than  a single  laboratory. 
At  the  completion  of  this  five-year  award,  the  individual  should  be  in  a position  to 
compete  in  regular  NIH  research  grant  award  programs. 

ELIGIBILITY  REQUIREMENTS 

Candidates  for  the  SERCA  Award  must:  (1)  hold  an  M.D.  or  equivalent  professional 
degree  (e.g.,  D.D.S.,  D.O.,  D.V.M.,  etc.);  (2)  have  a minimum  of  three  years  post-M.D. 
experience,  including  one  year  of  clinical  training  in  obstetrics,  pediatrics  or 
endocrinology-metabolism,  or  two  years  post-M.D./Ph.D.  experience  or  equivalent. 
M.D./Ph.D.  applicants  should  possess  significant  experience  in  metabolism, 
endocrinology,  obstetrics,  pediatrics,  physiology,  biochemistry,  pharmacology,  or  other 
relevant  areas  of  interest,  such  as  epidemiology;  (3)  be  citizens  or  noncitizen  nationals 
of  the  United  States  or  its  possessions  or  territories  or  must  have  been  lawfully  admitted 
to  the  U.S.  for  permanent  residence  at  the  time  of  application;  (4)  meet  certain  other 
eligibility  requirements  specified  in  the  SERCA  Program  Guidelines  (See  "For  Additional 
Information"). 

DEADLINE  FOR  RECEIPT  OF  APPLICATIONS 

SERCA  applications  will  be  received  once  a year  according  to  the  following  schedule: 
Application  Date  Council  Review  Start  Date 

dune  1 Jan/Feb*  July  1* 

* of  the  year  following  application  receipt. 

FOR  ADDITIONAL  INFORMATION 

Prospective  applicants  are  encouraged  to  review  the  SERCA  Guidelines  which  detail 
eligibility  requirements  and  application  procedures.  In  addition,  prior  to  preparing  an 
application,  individuals  are  strongly  encouraged  to  discuss  their  potential  eligibility  as 
well  as  their  areas  of  research  interest  with  the  Program  Director  listed  below. 
Requests  for  copies  of  the  SERCA  Guidelines  as  well  as  questions  related  to  eligibility, 
etc.,  should  be  directed  to: 


Maureen  Harris,  Ph.D.,  M.P.H. 

Acting  Director,  Career  Development  Program 
National  Institute  of  Arthritis,  Diabetes, 
Digestive  and  Kidney  Diseases,  NIH 
Westwood  Building,  Room  607 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-7595 
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ANNOUNCEMENT 


SPECIAL  EMPHASIS  RESEARCH  CAREER  AWARD: 

DIABETES  MELLITUS  - CARDIOVASCULAR,  METABOLIC,  AND 

ENDOCRINOLOGIC  ASPECTS 


NATIONAL  HEART,  LUNG,  AND  BLOOD  INSTITUTE 

NATIONAL  INSTITUTE  OF  ARTHRITIS,  DIABETES,  DIGESTIVE 
AND  KIDNEY  DISEASES 

Application  Receipt  Date:  June  1 annually 


This  is  to  announce  the  regular  annual  receipt  date  of  June  1 for  applications  for  the 
SERCA:  Diabetes  Mellitus  - Cardiovascular,  Metabolic,  and  Endocrinologic  Aspects. 
Applications  received  on  or  before  June  1,  1982  should  specify  a project  start  date  of 
July  1,  1983.  The  next  receipt  date  will  be  June  1,  1983  for  a possible  start  date  of  July 
1,  1984. 

The  award  is  intended  to: 

o encourage  qualified  individuals  in  the  early  stages  of  their  post-graduate 
medical  and  scientific  careers  to  develop  research  interests  and  skills  in  the 
metabolic,  endocrinologic,  and  cardiovascular  aspects  of  diabetes  mellitus; 

o provide  support  for  individuals  to  pursue  a program  of  research  in  various 
fundamental  and  clinical  research  disciplines  related  to  diabetes  mellitus  and  its 
sequelae,  at  one  or  more  domestic  institutions  which  offer  superior 
opportunities  in  these  areas;  and 

o create  a pool  of  highly  qualified  investigators  with  experience  and  skills  in  the 
cardiovascular,  metabolic,  and  endocrinologic  aspects  of  diabetes  mellitus  for 
future  roles  in  related  areas  of  research. 

The  Special  Emphasis  Research  Career  Award  (SERCA)  provides  the  opportunity  for  an 
individual  with  developing  research  interests  to  acquire  experience  and  skill  in  the  broad 
fundamental  and  clinical  scientific  disciplines  essential  for  a multidisciplinary  approach 
to  the  study  of  the  metabolic,  endocrinologic,  and  cardiovascular  aspects  of  diabetes 
mellitus.  This  award  emphasizes  in-depth  experience  in  several  fundamental  and  clinical 
scientific  disciplines  which  are  not  necessarily  dependent  upon  a single  laboratory 
institution. 

PROVISIONS  OF  THE  AWARD 

This  non-renewable  award  provides  support  for  a five-year  period  of  full-time  research 
and  related  activities.  The  latter  may  include  research  development  activities  as  well  as 
involvement  in  patient  care  to  the  extent  that  it  will  strengthen  research  skills.  The 
SERCA  grant  made  to  the  awardee's  parent  institution  provides  up  to  $30,000  per  year 
full-time  salary  support  plus  fringe  benefits.  A maximum  of  $8,000  per  year  during  the 
first  three  years  and  $20,000  per  year  during  the  last  two  years  will  be  provided  for 
necessary  research  costs  including  technical  assistance,  equipment,  supplies,  consultant 
costs,  domestic  travel,  patient  care  costs,  publication,  and  other  costs. 
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While  working  closely  with  an  advisor,  the  awardee  is  expected  to  develop  capabilities  in 
fundamental,  applied,  and/or  clinical  research  in  the  cardiovascular,  metabolic,  and 
endocrinologic  aspects  of  diabetes.  This  should  include  exposure  to  multiple  disciplines, 
such  as  physiology,  biochemistry,  biophysics,  pharmacology,  nutrition,  and/or 
epidemiology.  Investigators  are  encouraged  to  pursue  these  activities  in  several 
laboratories,  and  if  appropriate,  at  more  than  one  institution.  In  addition,  an  applicant 
must  propose  a research  project  of  his/her  own  design  which  focuses  on  the 
cardiovascular,  endocrinologic,  and  metabolic  aspects  of  diabetes  and  which  is  of  such 
scope  that,  within  three  years,  evidence  of  independent  investigative  capability  will  be 
present.  At  the  completion  of  this  five-year  award,  the  individual  should  be  in  a position 
to  compete  in  regular  NIH  research  grant  award  programs. 

ELIGIBILITY  REQUIREMENTS 

Candidates  for  the  SERCA  Award  must  (1)  hold  an  M.D.  or  equivalent  professional  degree 
(e.g.,  D.D.S.,  D.O.,  D.V.M.,  etc.);  (2)  have  a minimum  of  three  years  post-M.D. 
experience,  including  one  year  of  clinical  training  in  the  sub-specialties  of  either 
cardiovascular  disease  or  endocrinology-metabolism,  or  two  years  post-M.D./Ph.D. 
experience  or  equivalent.  M.D./Ph.D.  applicants  should  possess  significant  experience  in 
metabolic,  endocrine,  or  related  areas,  cardiovascular  physiology,  biochemistry, 
pharmacology,  or  other  relevant  areas  of  interest,  such  as  epidemiology;  (3)  be  citizens 
or  noncitizen  nationals  of  the  United  States  or  its  possessions  or  territories  or  must  have 
been  lawfully  admitted  to  the  U.S.  for  permanent  residence  at  the  time  of  application; 
(4)  meet  certain  other  eligibility  requirements  specified  in  the  SERCA  Program 
Guidelines. 

FOR  ADDITIONAL  INFORMATION 

Prospective  applicants  are  encouraged  to  review  the  SERCA  Guidelines  which  detail 
eligibility  requirements  and  application  procedures.  In  addition,  prior  to  preparing  an 
application,  individuals  are  strongly  encouraged  to  discuss  their  potential  eligibility  as 
well  as  their  areas  of  research  interest  with  the  Program  Director  listed  below. 
Requests  for  copies  of  the  SERCA  Guidelines  as  well  as  questions  related  to  eligibility, 
etc.,  should  be  directed  to: 

Maureen  Harris,  Ph.D.,  M.P.H. 

Acting  Director,  Career  Development  Program 
National  Institute  of  Arthritis,  Diabetes, 

Digestive  and  Kidney  Diseases,  NIH 
Westwood  Building,  Room  607 
Bethesda,  Maryland  20205 


Telephone:  (301)496-7595 
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REQUEST  FOR  RESEARCH  GRANT  APPLICATIONS:  RFA 
NIH-NCI-DRCCA-82-2 

THE  ROLE  OF  NATURAL  INHIBITORS  IN  THE  PREVENTION  OF  CANCER 

NATIONAL  CANCER  INSTITUTE 

Application  Receipt  Date:  June  15,  1982 
Letter  of  Intent  Receipt  Date:  April  30,  1982 


The  Division  of  Resources,  Centers,  and  Community  Activities,  National  Cancer 
Institute,  is  interested  in  supporting  studies  which  are  directed  at  examining  the  role  of 
several  natural  inhibitors  in  the  prevention  of  cancer. 

The  proposed  studies  should  seek  to  (1)  elucidate  further  the  protective  effect  of  several 
natural  inhibitors  in  reducing  the  incidence  of  various  site  specific  cancers,  and  (2)  lead 
to  a greater  understanding  of  the  extent,  or  action,  of  several  natural  inhibitors  in  the 
possible  cancer  prevention  processes  in  humans.  Clinical  and  epidemiological  studies  are 
being  requested  to  develop  basic  information  which  may  be  helpful  at  a later  date  in 
decision  making  with  regard  to  the  application  of  the  compounds  in  clinical  trials  for 
che  moprevention. 

Grants  may  be  awarded  to  profit  and  nonprofit  organizations  and  institutions, 
governments  and  their  agencies,  and  occasionally  to  individuals.  This  type  of  grant 
solicitation  (the  RFA)  is  utilized  when  it  is  desired  to  encourage  investigator-initiated 
research  projects  in  areas  of  special  importance  to  the  National  Cancer  Program. 
Applicants  funded  under  the  RFA  are  supported  through  the  customary  NIH  grant-in-aid, 
in  accordance  with  PHS  policies  applicable  to  Research  Project  Grants,  including  cost 
sharing.  However,  the  RFA  solicitation  represents  a single  competition,  with  a specified 
deadline  for  receipt  of  applications.  All  applications  received  in  response  to  the  RFA 
will  be  reviewed  by  the  same  National  Institutes  of  Health  (NIH)  Initial  Review  Group. 

The  present  RFA  announcement  is  for  a single  competition  with  a specified  deadline  of 
June  15,  1982  for  receipt  of  applications.  Applications  should  be  prepared  and  submitted 
in  accordance  with  the  aims  and  requirements  described  in  the  following  sections: 

I.  BACKGROUND 

Chemoprevention  refers  to  the  intake  or  use  of  chemical  agents  to  interrupt  a 
sequence  of  events  leading  to  malignancy,  or  that  follow  the  exposure  of  an 
individual  to  carcinogenic  agents  which  may  result  in  the  development  of 
malignancy.  A number  of  natural  inhibitors  including  vitamin  C,  beta  carotene, 
vitamin  A or  its  analogs,  selenium  and  alpha  tocopherol  have  been  associated,  in 
animals  or  test  systems,  with  the  inhibition  of  carcinogenesis  or  have  been 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  number  13.393, 
Cancer  Cause  and  Prevention  Research.  Awards  are  under  authorization  of  the  Public 
Health  Service  Act,  Section  301(c)  and  Section  402  (Public  Law  78-410,  as  amended;  42 
USC  241;  42  USC  282)  and  administered  under  PHS  grant  policies  and  Federal 
Regulations  42  CFR  Part  52  and  45  CFR  Part  74.  This  program  is  not  subject  to  A-95 
Clearinghouse  or  Health  Systems  Agency  review. 
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associated  with  reduced  cancer  incidence,  in  epidemiological  investigations.  A 
number  of  mechanisms  have  been  postulated  including  increased  detoxification  of 
the  carcinogen,  alteration  of  metabolism  by  decreased  activation,  scavenging  of 
the  active  molecular  species,  prevention  of  the  carcinogenic  agent  from  reaching 
the  critical  target  in  the  cell,  altering  permeability  or  transport,  and  competitive 
inhibition. 

Because  of  the  numerous  reports  concerning  the  effectiveness  of  these  compounds 
in  interfering  with  carcinogenesis  in  animals  and  the  many  epidemiological  studies 
suggesting  a possible  negative  association  of  them  with  cancer  incidence,  especially 
in  dietary  factors  and  nutrition  studies,  this  RFA  is  announced. 

II.  OBJECTIVES  AND  SCOPE 

The  purpose  of  this  RFA  is  to  solicit  applications  from  qualified  investigators  interested 
in  furthering  the  understanding  of  the  role  of  beta  carotene,  vitamin  A or  analogs, 
vitamin  C,  selenium  and  alpha  tocopherol  in  the  prevention  of  cancer. 

The  studies  envisioned  include,  but  are  not  necessarily  limited  to,  the  following 
approaches: 

(1)  a.  Case  Control  Studies  - utilizing  cancer  patients  and  suitable  matched 

controls  to  study  the  possible  relationship  of  the  designated  inhibitors 
with  cancer  incidence.  Measurement  of  inhibitor  intake  or  levels  should 
be  as  direct  as  possible;  indices  not  specific  for  these  inhibitors  will  not 
be  considered  for  the  RFA.  These  studies  may  also  include 
investigation  of  appropriate  biological  indicators  such  as  serum 
markers,  enzyme  levels,  etc. 

b.  Alternate  approaches  would  involve  the  study  of  existing  data  bases 
with  accurate  intake  information  on  the  designated  compounds  and  the 
subsequent  prospective  study  of  the  development  of  cancer  in  a defined 
population. 

(2)  Cohort  Studies  - involving  a population  which  has  consumed  varying  levels  of 
the  designated  inhibitors.  The  investigator  would  subsequently  determine  the 
relative  risks  of  cancer  incidence  through  follow-up  of  the  population  over  a 
number  of  years.  Examination  of  appropriate  biological  indicators  of  intake 
are  also  desired. 

(3)  Safety  and  Adverse  Health  Effects  Studies  - Human  studies  examining  the 
long-term  consequence  of  chronic  intake  of  various  compounds  to  monitor  for 
possible  adverse  health  effects.  These  studies  would  be  initiated  in  defined 
populations  identified  as  having  high  intake  levels  of  the  inhibitors. 
Approaches  might  be  either  case  control  or  cohort  studies.  Wherever 
possible,  collection  and  assessment  of  these  data  should  be  incorporated  into 
the  studies  listed  in  (1)  or  (2).  Understandings  gained  through  these 
investigations  would  also  be  valuable  in  examining  the  feasibility  of 
conducting  clinical  trials. 

(4)  Risk  Reduction  Clinical  Trials  - A fourth  category  of  interest  involves 
populations  known  to  be  at  very  high  risk  but  free  of  neoplasia,  or  high  risk 
with  identified  precursory  or  pre-cancerous  lesions.  These  studies  would 
require  the  administration  of  the  designated  natural  inhibitors  in  a 
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randomized  study  with  follow-up  to  determine  the  effect  of  the 
compound. Proposals  involving  studies  of  populations  already  having  neoplastic 
lesions  are  not  acceptable  within  the  scope  of  this  RFA,  but  may  be 
submitted  in  accordance  with  appropriate  grant  guidelines  and  may  be  of 
interest  to  other  components  of  the  NCI;  such  proposals  would  not  be 
responsive  to  this  RFA,  however,  and  would  be  handled  through  the  usual 
grant-review  process. 

Several  items  with  regard  to  the  proposal  itself  are  provided  as  follows: 

(1)  The  applicant  is  encouraged,  where  germane,  to  focus  attention  on  a specific 
target  group,  or  to  identify  a source  of  data,  and  to  address  the 
methodological,  organizational,  and  theoretical  issues  in  a detailed  manner. 

(2)  The  applicant  should  provide  a description  of  the  target  or  population  group 
chosen  and  should  justify  the  selection  of  this  group.  The  group  should  be 
specified,  where  appropriate,  by  age,  sex,  race,  socio-economic  status, 
dietary  customs,  education,  location,  occupational  or  life  style  risk  factors, 
and  relevancy  to  a specific  cancer  problem  and  to  its  possible  prevention  by 
the  designated  inhibitors. 

(3)  The  applicant  should  specify  the  source  of  data  and  should  document  its 
availability  and  any  required  cooperation.  If  possible,  the  applicant  is 
encouraged  to  draw  upon  existing  data  rather  than  collection  of  extensive 
original  data. 

(4)  Successful  grant  awardees  under  this  RFA  will  be  required  to  cooperate  with 
the  National  Cancer  Institute  in  the  evaluation  of  the  role  of  these  designated 
inhibitors  in  cancer  prevention.  A program  meeting  of  one  or  two  days' 
duration  will  be  held  in  Bethesda  each  year  of  the  program  in  order  to  review 
and  assess  overall  progress.  Proposals  should  contain  a statement  that 
awardees  will  participate  in  this  aspect  of  the  program  and  proposals  should 
include  sufficient  travel  funds  within  the  budget  to  accommodate  expenses 
for  one  or  two  participants  at  this  annual  project  meeting. 

III.  MECHANISM  OF  SUPPORT 

This  RFA  will  use  the  traditional  National  Institutes  of  Health  grant-in-aid. 
Responsibility  for  the  planning,  direction  and  execution  of  the  proposed  research  will  be 
solely  that  of  the  applicant.  The  total  project  period  for  applications  submitted  in 
response  to  the  present  RFA  should  not  exceed  three  years.  The  intent  is  to  fund  at  least 
six  projects,  with  total  costs  amounting  to  approximately  $2.0  million  for  the  first  year. 
This  level  of  activity  is  dependent  on  the  receipt  of  a sufficient  number  of  applications 
of  high  scientific  merit.  Although  this  program  is  provided  for  in  the  financial  plans  of 
the  National  Cancer  Institute,  the  award  of  grants  pursuant  to  this  RFA  is  also 
contingent  upon  the  continuing  availability  of  funds  for  this  purpose. 

IV.  REVIEW  PROCEDURES  AND  CRITERIA 

A.  Review  Method 


Each  application  submitted  in  response  to  the  RFA  will  be  reviewed  by:  (1) 
an  appropriate  review  panel  of  the  National  Institutes  of  Health,  and  (2)  the 
National  Cancer  Advisory  Board  at  one  of  its  scheduled  quarterly  meetings. 
All  applications  will  be  evaluated  on  a competitive  basis. 
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B.  Review  Criteria 


Applications  must  be  responsive  to  this  RFA,  in  the  sense  of  being  directed 
towards  the  attainment  of  the  stated  programmatic  goals  and  fall  within  one 
or  more  of  the  specified  research  categories  (see  II.  OBJECTIVES  AND 
SCOPE).  If  the  application  is  judged  by  the  National  Cancer  Institute  to  be 
not  responsive,  the  applicant  will  have  the  opportunity  of  having  the 
application  considered  along  with  other  unsolicited  proposals  received  by  the 
National  Institutes  of  Health  in  the  review  cycle  which  is  current  at  that 
time. 

The  factors  considered  in  evaluating  each  response  to  this  RFA  will  be: 

1.  Scientific  merit  of  the  research  approach,  design,  and  methodology. 

2.  Scientific,  technical,  or  medical  significance  and  originality  of  the  proposed 
research. 

3.  Research  experience  and/or  competence  of  the  Principal  Investigator  and 
staff  to  conduct  the  proposed  studies. 

4.  Adequacy  of  time  (effort)  which  the  Principal  Investigator  and  staff  would 
devote  to  the  proposed  studies. 

5.  Relevancy  and  appropriateness  of  the  specific  target  population  along  with 
assurance  as  to  their  accessibility. 

6.  Identity  of  sources  of  data,  tissues,  fluids,  etc.,  procedures  for  their  analysis 
and  assurances  as  to  their  accessibility. 

7.  A willingness  to  work  cooperatively  with  other  projects  of  a similar  nature 
and  with  the  NCI  on  the  project. 

8.  Reasonableness  of  the  proposed  budget  and  duration. 

V.  METHOD  OF  APPLYING 

A.  Letter  of  Intent 

Prospective  applicants  are  asked  to  submit  a one-page  letter  of  intent  which 
includes  a very  brief  synopsis  of  proposed  areas  of  research  and  identification 
of  any  other  participating  institutions.  This  letter  should  be  sent  to  Dr. 
Malone  at  the  address  located  under  VI. 

The  Institute  requests  such  letters  only  to  provide  an  indication  of  the  number 
and  the  scope  of  applications  to  be  received.  The  letter  of  intent  is  not 
binding;  it  will  not  enter  into  the  review  of  any  proposal  subsequently 
submitted  nor  is  it  a necessary  requirement  for  application. 

B.  Format  of  Application 

Applications  must  be  submitted  on  Form  PHS  398,  the  application  form  for 
research  project  grants.  Application  kits  are  available  at  most  institutional 
business  offices,  or  may  be  obtained  from  the  Division  of  Research  Grants, 
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NIH.  The  conventional  presentation  format  and  details  applicable  to  regular 
research  grant  applications  should  be  followed,  and  the  requirements 
specified  under  Review  Criteria  (IV.B.)  must  be  fulfilled.  The  words 
"PROPOSAL  IN  RESPONSE  TO  RFA  NIH-NCI-DRCCA-82-2,  STUDIES  TO 
EXAMINE  THE  ROLE  OF  NATURAL  INHIBITORS  IN  THE  PREVENTION  OF 
CANCER,"  must  be  typed  in  bold  letters  across  the  top  of  the  face  page  of 
the  application. 

C.  Application  Procedures 

The  completed  original  application  and  six  (6)  copies  should  be  sent  or 
delivered  to: 

Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building,  Room  240 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 

To  ensure  their  review,  applications  should  be  received  by  June  15,  1982. 
Applications  received  after  that  date  will  not  be  considered  under  this  RFA, 
but  the  applicant  will  have  the  opportunity  of  having  them  considered  in  the 
next  regular  grant  review  cycle.  Also,  the  Division  of  Research  Grants  (DRG) 
will  not  accept  any  application  in  response  to  this  announcement,  that  is  the 
same  as  one  currently  being  considered  by  any  other  NIH  awarding  unit.  A 
copy  of  the  application  should  also  be  sent  to  Dr.  Malone  at  the  address  shown 
below. 

VI.  INQUIRIES 

Inquiries  may  be  directed  to: 

Winfred  F.  Malone,  Ph.D.,  M.P.H. 

Preventive  Medicine  Branch 
Blair  Building  - Room  624 
National  Cancer  Institute 
Bethesda,  Maryland  20205 


Telephone:  (301)  427-8648 
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REQUEST  FOR  RESEARCH  GRANT  APPLICATION:  RFA 

NIH-NIAID  82-6 

PROGRAM  PROJECTS  IN  TRANSPLANTATION  IMMUNOLOGY 

NATIONAL  INSTITUTE  OF  ALLERGY  AND  INFECTIOUS  DISEASES 

Application  Receipt  Date:  August  2,  1982 


The  National  Institute  of  Allergy  and  Infectious  Diseases  (NIAID)  invites  applications  for 
program  project  grants,  to  be  initiated  during  FY  1983,  to  conduct  investigations  of  the 
immune  system  in  human  recipients  of  allografts. 

BACKGROUND  INFORMATION 

The  Genetics  and  Transplantation  Biology  Branch  of  the  Immunology,  Allergic  and 
Immunologic  Diseases  Program  of  the  NIAID  sponsors  basic  and  applied  research  in 
immunogenetics  and  transplantation  immunology  through  grants  and  contracts,  and  by 
providing  cells  and  reagents  for  histocompatibility  testing.  This  request  for  applications 
(RFA)  is  intended  to  stimulate  the  formulation  of  collaborative,  coordinated  approaches, 
involving  transplant  clinicians  and  basic  immunologists,  to  the  clarification  and 
manipulation  of  the  immune  processes  that  determine  acceptance  or  rejection  of 
allografts. 

The  practice  of  transplantation  has  evolved  to  the  point  that  the  technical  aspects  of  the 
surgery  are  not  limiting.  The  major  remaining  hazards  are  associated  with  rejection  and 
with  the  immunosuppressive  therapy  employed  to  prevent  or  control  it.  In  immunology, 
momentous  advances  in  technical  procedures  and  in  the  understanding  of  molecular  and 
cellular  processes  have  been  made  very  recently.  The  major  new  tools  available  to 
immunologists  include  cell  culture  and  propagation  techniques,  monoclonal  antibodies  of 
exquisite  specificity  produced  by  cell  hybridization,  and  techniques  of  genetic  analysis 
and  manipulation  at  the  molecular  level.  The  major  conceptual  advances  are  centered  on 
the  clarification  of  the  complex  regulatory  mechanisms  involving  soluble  factors  and 
interactions  among  specialized  cell  populations.  Transplant  recipients  subjected  to 
manipulation  of  their  immune  system  both  by  means  of  the  immunosuppressive  therapy 
and  by  the  graft  itself  constitute  a unique  resource  in  which  a large  range  of  procedures 
is  already  accepted  practice.  They,  therefore,  offer  a superb  opportunity  to  basic 
immunologists  for  the  investigation  of  the  human  immune  system  subjected  to  deliberate 
disturbances.  In  turn,  the  guidance  to  the  clinician  that  will  result  from  the 
understanding  of  the  immunological  events  that  transpire  in  connection  with 
transplantation  and  its  treatment  and  from  the  elucidation  of  the  mechanisms  that 
connect  and  control  these  events  should  prove  invaluable. 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.855, 
Immunology,  Allergic  and  Immunologic  Diseases  Research.  Awards  will  be  made  under 
the  authroity  of  the  Public  Health  Service  Act,  Title  III,  Section  301  (Public  Law  7 8-41 0, 
as  amended;  42  USC  241)  and  administered  under  PHS  grant  policies  and  Federal 
Regulation  42  CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health 
Systems  Agency  review. 
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RESEARCH  GOALS  AND  SCOPE 

1.  The  program  project  grant  is  awarded  to  an  institution  on  behalf  of  a program 
project  director  for  the  support  of  a broadly  based  but  highly  integrated  long- 
term research  program.  It  is  anticipated  that  ultimately  several  awards  will 
be  made  for  work  focused  on  organ  and  tissue  transplantation.  The  beginning 
date  of  the  awards  is  expected  to  be  April  1,  1983  and  their  terms  are  up  to 
five  years. 

2.  Support,  under  the  program  project  grant,  will  be  available  for  the  acquisition 
of  resources  necessary  for  the  conduct  of  the  scientific  studies  (salaries, 
equipment,  supplies,  etc.)  and  for  such  development  of  research  procedures  as 
will  render  them  useful  in  a clinical  setting.  Support  will  not  be  provided  for 
other  non-research  activities  such  as  routine  patient  care  or  continuing 
medical  education. 

3.  Applications  should  heavily  emphasize  collaboration  in  research  between 
transplant  clinicians  and  immunologists,  and  the  application  of  the  most  up- 
to-date  concepts  and  techniques  of  immunology  to  the  evaluation  of  the 
immune  system  of  the  recipients  in  all  circumstances  attendant  to  the 
transplantation. 

The  application  should  be  a multidisciplinary  research  program  that  has  a well 
defined  central  research  focus  or  objective.  As  with  other  program  projects, 
the  individual  projects  of  which  they  consist  should  be  interrelated,  all 
contributing  to  the  program  objective. 

4.  The  objectives  of  the  research  should  be  (a)  the  clarification  of  the  status  of 
the  immune  system,  specifically  of  the  immunoregulatory  balance  (1)  prior  to 
transplantation  in  its  relatively  normal  state  or,  if  the  transplant  is 
occasioned  by  a disturbance  of  the  immune  state,  in  the  causative  disordered 
state,  (2)  in  the  course  of  preparation  for  the  transplant  whose  objective  is 
the  reduction  of  responsiveness  (immunosuppression)  or  the  induction  of 
tolerance,  (3)  postoperatively  during  maintenance  immunosuppression  as  the 
graft  becomes  established,  (4)  during  rejection  episodes,  and  (5)  during 
treatment  of  rejection,  and  (B)  the  modulation  of  immunological  activity  on 
the  basis  of  the  information  so  obtained. 

5.  Appropriate  approaches  may  include  but  are  not  restricted  to  investigations 
of: 

(a)  cellular  regulatory  interactions  among  the  lymphocyte  subpopulations 

(b)  modulation  of  immune  activity  by  soluble  factors,  including  antibodies 
specific  for  lymphocyte  subsets  and  antiidiotype  antibodies 

(c)  effects  of  chemical  and  physical  agents  used  for  immunosuppression  of 
the  metabolic  processes  and,  overall,  on  the  physiological  functions  of 
the  lymphocytes  of  patients 
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(d)  cell  cloning  and  molecular  genetic  manipulations  of  lymphocytes  whose 
objective  is  the  production  of  cells  with  properties  of  use  in  therapeutic 
procedures 

6.  The  investigations  should  center  on  human  subjects  and  may  deal  with  cells  of 
the  immune  system  maintained  and/or  propagated  in  vitro.  Such  studies  on 
animal  models  may  be  undertaken  as  will  provide  direct  guidance  for  the 
planning  and  conduct  of  the  clinical  investigations. 

7.  Designation  of  the  Program  Project  Director  should  be  based  upon 
accomplishment,  experience  as  a senior  scientist,  and  ability  to  assume 
leadership  of  the  investigative  group  and  responsibility  for  scientific, 
professional  and  administrative  functions.  A substantial  commitment  of  time 
is  expected.  Leaders  of  individual  projects  should  have  demonstrated  a 
substantial  record  of  accomplishment  in  transplantation  and/or  immunology. 

MECHANISM  OF  SUPPORT 

In  FY  83  NIAID  plans  to  award  at  least  one  Program  Project  in  Transplantation 
Immunology,  contingent  upon  the  availability  of  funds.  Support  of  the  Program  project(s) 
will  be  limited  to  a maximum  of  five  years.  Funding  beyond  the  first  year  will  be 
contingent  on  satisfactory  progress  and  availability  of  funds.  Consideration  of  renewal 
will  be  subject  to  reissuance  of  this  RFA. 

The  receipt  date  for  applications  will  be  August  2,  1982.  They  will  undergo  initial  review 
in  November  1982  by  the  Transplantation  Biology  and  Immunology  Subcommittee  of  the 
Allergy,  Immunology  and  Transplantation  Committee  and  secondary  review  by  the  NIAID 
Advisory  Council  in  January,  1983.  April  1,  1983  will  be  the  earliest  starting  date  for 
successful  applications. 

Grant  funds  may  be  utilized  to  support  the  reserch  activities  of  scientific  and 
professional  personnel,  administration,  consultation  services,  central  support  services, 
equipment,  supplies,  travel,  and  publication  costs.  Support  for  research-related  costs  of 
patient  involvement  may  be  authorized.  Since  the  program  cannot  provide  funds  for  new 
construction,  adequate  physical  facilities  must  be  available  for  the  primary  needs  of  the 
project.  However,  moderate  alterations  or  renovations  to  enhance  clinical  or  laboratory 
facilities  may  be  allowed  if  they  are  necessary  to  meet  objectives  of  the  proposed 
program. 

PROCEDURES  AND  CRITERIA 

Applications  assigned  to  the  NIAID  will  be  reviewed  initially  by  the  Transplantation 
Biology  and  Immunology  Subcommittee  of  the  Allergy,  Immunology  and  Transplantation 
Research  Committee,  managed  by  the  Program  and  Project  Review  Branch,  Extramural 
Activities  Program,  NIAID. 

The  steps  in  the  review  process  may,  but  need  not,  include  a project  site  visit  to  evaluate 
the  overall  merit  of  the  application. 

Review  Criteria: 

Review  criteria  include  evaluation  of  the  following,  not  necessarily  in  order  of 
importance: 
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o The  scientific  merit  and  significance  of  the  overall  program  goals  and  the 
development  of  a well-defined  central  research  focus. 

o The  cohesiveness  and  multidisciplinary  or  multifaceted  scope  of  the  program. 

o The  leadership,  scientific  ability,  and  administrative  competence  of  the 

Program  Project  Director  and  his  or  her  commitment  and  ability  to  devote 
substantial  time  and  effort  to  the  program. 

o The  qualifications,  experience,  and  commitment  of  the  collaborating 

investigators  responsible  for  the  various  aspects  of  the  program  including 
their  ability  to  devote  adequate  time  and  effort  to  the  program. 

o The  academic  and  physical  environment  in  which  the  research  will  be 

conducted,  including  the  availability  of  space,  equipment,  patients,  and  the 
potential  for  interaction  with  active  scientists  from  other  departments  and/or 
institutions. 

o A sound  administrative  and  organizational  structure  that  facilitates 

attainment  of  the  objective(s)  of  the  program. 

o Arrangements  for  internal  quality  control  of  on-going  research,  allocation  of 
funds,  day-to-day  management,  internal  communications  and  cooperation 
among  the  investigators  involved  in  the  program,  contractual  agreements,  and 
replacement  of  the  Program  Project  Director,  if  required,  on  an  interim  of 
permanent  basis. 

o The  institutional  strength,  stability,  and  commitment  to  research  and  to  the 
program,  including  fiscal  responsibility  and  management  capability  to  assist 
the  Program  Project  Director  and  staff  in  following  NIH/PHS  policy. 

o The  appropriateness  of  the  period  of  support  and  budget  requested  in  relation 
to  the  proposed  program. 

Review  by  the  National  Allergy  and  Infectious  Diseases  Advisory  Council: 

The  final  review  will  be  conducted  by  the  National  Allergy  and  Infectious  Diseases 

Advisory  Council.  Factors  that  will  be  considered  in  this  review  include: 

o Results  of  the  initial  scientific  and  technical  merit  review. 

o Significance  to  NIAID  program  goals. 

o National  needs  and  program  balance. 

o Policy  and  budgetary  considerations. 

LETTER  OF  INTENT 

Prospective  program  directors  are  encouraged  to  submit  a "Letter  of  Intent"  for 

preliminary  screening  by  NIAID  staff. 
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Letter  of  Intent  should  cover  the  following  points: 

1.  A brief  description  of  each  of  the  individual  projects  and  a brief  discussion  of 
how  these  projects  will  be  interrelated. 

2.  A description  of  available  laboratory  facilities. 

3.  Ongoing  basic  and  clinical  research  relating  to  transplantation  and 
immunology,  identifying  existing  projects  and  sources  of  support. 

4.  Past  research  by  members  of  the  proposed  investigative  group  in 
transplantation  and  immunology. 

3.  A description  of  all  clinical  facilities  available  for  use  by  the  proposed 
project. 

6.  Specific  information  on  the  institution's  present  relevant  patient  load  and 
projections  for  patient  involvement  in  clinical  investigation. 

7.  The  academic  positions  and  major  research  interests  of  the  program  director 
and  his  professional  staff  who  will  be  involved  in  the  work  of  the  program 
project. 

Letters  of  intent  are  due  no  later  than  April  30,  1982,  and  upon  receipt  will  be  screened 
by  NIAID  staff  to  determine  the  eligibility  and  suitability  of  the  projected  proposals. 

Inquiries  and  letters  should  be  directed  to: 

Henry  Krakauer,  M.D.,  Ph.D. 

Chief,  Genetics  and  Transplantation 
Biology  Branch 

Immunology  Allergic  and  Immunologic 
Diseases  Program 
National  Institute  of  Allergy  and 
Infectious  Diseases 
Westwood  Building,  Room  752 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 

Telephone:  (301)  496-7551 

CONSEQUENCES  OF  LACK  OF  RESPONSIVENESS  TO  THE  RFA  OR  LATE  SUBMISSION 

Based  upon  the  Letter  of  Intent,  potential  applicants  will  be  promptly  advised  whether  or 
not  their  proposal  is  found  to  be  within  the  research  goals  and  scope  of  the  program  as 
defined  in  this  RFA.  Applicants  will  then  have  an  opportunity  to  correct  deficiencies  or 
weaknesses  and  to  restructure  their  submissions  accordingly.  Formal  applications  that 
are  not  responsive  to  the  RFA  or  are  not  received  by  August  2,  1982  will  not  be  accepted 
for  review  and  will  be  returned  to  the  applicant. 
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METHOD  OF  APPLYING 

Before  preparing  an  application,  the  prospective  applicant  should  request  a copy  of  the 
NIAID  Information  Brochure  on  Program  Projects  from: 

Dr.  Nirmal  Das 
Executive  Secretary 

Allergy,  Immunology  and  Transplantation 
Research  Committee 
National  Institute  of  Allergy  and 
Infectious  Diseases 
National  Institutes  of  Health 
Westwood  Building,  Room  706 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 

Telephone:  (301)  496-7966 

In  order  to  assure  adequate  review  it  is  important  to  follow  instructions  in  the 
Information  Brochure,  which  contains  details  on  the  format  and  requirements  for 
multidisciplinary  grant  applications. 

Use  the  standard  research  grant  appliction  form  PHS  398  (Rev.  5/80),  available  in  most 
institutional  business  offices  or  from  the  Division  of  Research  Grants,  NIH.  In  addition 
to  following  accompanying  format  instruction  for  the  development  of  the  application, 
include  expanded  material  listed  above  under  the  eight  points  for  the  "Letter  of  Intent" 
and  other  additional  information  as  outlined  in  the  Information  Brochure.  For  purposes 
of  identification  and  processing,  the  YES  box  in  item  2 of  the  face  page  of  the 
application  should  be  marked  and  the  words  Program  Project  in  Transplantation 
Immunology  should  be  typed.  A brief  covering  letter  should  be  attached  indicating 
submission  is  in  response  to  this  NIAID  announcement. 

Forward  to: 


Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building,  Room  240 
Bethesda,  Maryland  20205 

Please  forward  a copy  (not  the  original)  of  the  cover  letter  and  the  application  to:  (1) 
Dr.  Henry  Krakauer  in  order  to  alert  NIAID  to  the  submission  of  the  proposal,  and  (2)  the 
Chief,  Program  and  Project  Review  Branch,  NIAID,  Room  703,  Westwood  Building, 
National  Institutes  of  Health,  Bethesda,  Maryland  20205. 
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ANNOUNCEMENT 

CLINICAL  INVESTIGATOR  AWARD 

NATIONAL  HEART,  LUNG,  AND  BLOOD  INSTITUTE 

Application  Receipt  Date:  August  2,  1982 
(August  1 annually  thereafter) 


PURPOSE 

The  National  Heart,  Lung,  and  Blood  Institute  (NHLBI)  announces  the  availability  of 
Clinical  Investigator  Awards.  The  clinical  investigator  award  program  is  intended  to: 

o encourage  newly  trained  clinicians  to  develop  clinical  and  basic  research 
interests  and  skills  in  the  areas  of  cardiovascular,  pulmonary,  or  blood 
diseases  and  the  blood  banking  sciences; 

o increase  the  pool  of  physician  investigators  in  the  areas  of  cardiovascular, 
pulmonary,  or  blood  diseases  and  the  blood  banking  sciences. 

These  awards  provide  the  opportunity  for  clinically  trained  physicians  with  a 
commitment  to  research  to  develop  into  independent  biomedical  research  investigators. 

The  award  will  enable  candidates  to  undertake  up  to  five  years  of  special  study  and 
supervised  experience  tailored  to  individual  needs  with  a sponsor  (or  sponsors)  competent 
to  provide  research  guidance.  This  award  is  intended  to  cover  the  transition  between 
postdoctoral  experience  and  a career  in  independent  investigation.  The  clinical 
investigator  award  differs  from  the  NIH  Research  Career  Development  Award  (RCDA)  in 
that  it  seeks  to  develop  research  ability  in  individuals  with  a clinical  background  early  in 
the  candidate's  career  rather  than  to  promote  the  further  development  of  research  skills 
of  individuals  already  demonstrating  significant  research  achievement. 

BACKGROUND 

Despite  a recent  decline  in  the  death  rate  from  coronary  heart  disease,  cardiovascular 
disease  continues  to  be  the  number  one  cause  of  death  in  the  United  States. 
Arteriosclerosis  and  hypertension  account  for  almost  one  million  deaths  annually.  An 
estimated  40  million  Americans  have  diseases  of  the  heart  and  blood  vessels,  resulting  in 
a large  burden  of  acute  and  chronic  illness  and  disability.  Heart  and  blood  vessel  diseases 
cost  the  economy  more  than  $50  billion  per  year  in  wages,  lost  productivity,  and  expenses 
for  medical  care. 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  Nos.  13.837, 
13.838,  and  13.839.  Awards  will  be  made  under  the  authority  of  the  Public  Health 
Service  Act,  Title  III,  Section  301  (Public  Law  78-410,  as  amended;  42  USC  241)  and 
administered  under  PHS  grant  policies  and  Federal  Regulations  42  CFR  Part  52  and  45 
CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems 
Agency  review. 
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Diseases  of  the  lung  constitute  a major  national  health  problem.  An  estimated  10  million 
Americans,  both  young  and  old,  are  currently  affected  by  these  diseases  with  an  annual 
estimated  cost  to  the  nation  of  over  $17  billion.  In  the  newborn,  the  most  common  cause 
of  death  is  neonatal  respiratory  distress  syndrome.  Neonatal  RDS  is  implicated  in  the 
development  of  adult  respiratory  diseases  as  well.  Fibrotic  and  immunologic  lung 
diseases  are  major  causes  of  lung  problems  in  the  young  adult  and  may  cause  chronic 
obstructive  pulmonary  diseases.  Of  the  adult  respiratory  diseases,  emphysema  and 
chronic  bronchitis  are  the  major  causes  of  death. 

Asthma,  emphysema  and  chronic  bronchitis  represent  particularly  pressing  health 
problems,  since  the  death  rate  and  prevalence  of  these  conditions  have  increased  at  an 
alarming  rate  over  the  past  15  years.  As  a disabling  disease,  emphysema  is  the  third 
leading  cause  of  worker  retirement  on  Social  Security  disability  payments. 

Diseases  of  the  blood  underlie,  or  are  critical  contributors  to,  many  disorders  affecting 
mankind.  As  a consequence,  they  are  major  causes  of  death  and  disability  in  the  United 
States.  Nevertheless  no  valid  estimate  of  their  adverse  economic  impact  can  be 
realistically  made  since  disorders  of  the  blood  not  only  affect  the  blood  itself,  but  all  the 
organs  and  tissues  through  which  it  flows.  Platelet  and  clotting  disorders  affect  large 
numbers  of  individuals  suffering  from  hemorrhagic  or  thrombotic  episodes.  Significant 
segments  of  the  population  have  sickle  cell  disease,  Cooley's  anemia,  or  other  hemolytic 
disorders.  Anemias  due  to  other  mechanisms  affect  smaller  numbers  of  patients. 
Furthermore,  it  is  difficult  to  estimate  the  economic  consequences  of  an  inadequate 
blood  banking  and  blood  resource  system,  since  the  supply  and  management  of  blood  and 
blood  products  underlie  much  routine  and  emergency  medical  practice. 

The  clinical  investigator  award  program  is  designed  to  encourage  recently  trained 
physicians  to  develop  their  clinical  and  basic  resource  interests  and  research  capabilities 
in  heart,  lung,  or  blood  disease*  areas.  To  help  support  the  transition  from  clinical 
training  status  to  that  of  a productive  research  investigator,  the  clinical  investigator 
award  will  provide  early  support  for  clinicians  with  potential  for  developing  into 
independent  researchers. 

IMPLEMENTATION 

Beginning  in  Fiscal  Year  1980,  under  the  authorizations  in  Public  Health  Service  Act, 
Section  301(c)  and  Section  413(a),  the  National  Heart,  Lung,  and  Blood  Institute  has 
funded  clinical  investigator  awards.  Each  grant  has  a duration  of  five  years  and  is  non- 
renewable. Funding  beyond  the  first  year  of  the  grant  is  contingent  on  satisfactory 
progress  during  the  preceding  year. 

The  status  of  the  clinical  investigator  award  program  will  be  reviewed  four  years  from 
the  date  of  the  first  awards  to  determine  whether  the  program  should  be  continued.  In 
addition,  to  assess  the  effectiveness  of  the  program  in  fulfilling  its  objectives,  the 
Institute  intends,  after  completion  of  each  grant,  to  follow  the  progress  of  the  recipient 
for  a period  of  five  years  to  determine:  (1)  the  investigator's  professional  affiliation(s), 


* The  term  "blood  diseases"  covers  research  into  many  aspects  of  bone  marrow  function 
and  disorders  of  the  red  cell,  megakaryocyte,  platelet,  and  coagulation  systems. 
Research  on  disorders  of  white  cells,  including  the  leukemias  and  other  blood 
malignancies,  and  basic  immunology  related  to  the  lymphoid  system  are  the  responsibility 
of  other  Institutes  of  the  NIH  and  therefore  cannot  be  supported  through  this  mechanism. 
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(2)  his/her  record  of  subsequent  grant  or  contract  support,  and  (3)  his/her  record  of 
scientific  publications.  It  is  anticipated  that  the  experience  and  results  achieved  by  the 
awardee  from  this  special  grant  program,  in  the  majority  of  cases,  will  provide  the  basis 
for  successful  competition  in  the  regular  research  support  programs  of  the  Institute. 

The  receipt  date  for  applications  will  be  August  2,  1982  and  on  August  1 each  year 
thereafter.  They  will  be  evaluated  by  an  initial  review  group  and  by  the  National  Heart, 
Lung,  and  Blood  Advisory  Council.  The  earliest  start  date  for  successful  applications  will 
be  July  1,  1983. 

PROVISIONS  OF  THE  AWARD 

The  clinical  investigator  awardee  will  be  supported  for  a maximum  of  five  years.  All 
funds  must  be  used  to  support  the  original  awardee.  Support  is  based  on  a full-time, 
twelve-month  appointment.  The  awardee  will  be  provided  salary  support  of  up  to  $25,000 
in  the  first  year  with  subsequent  years  up  to  a ceiling  of  $30,000,  plus  fringe  benefits. 
The  actual  salary  must  be  consistent  with  the  established  salary  structure  of  the 
institution  for  persons  of  equivalent  qualifications,  experience,  and  rank. 

Up  to  a total  of  $10,000  annually  may  be  provided  for  supplies,  equipment,  travel,  etc., 
which  are  necessary  for  pursuit  of  the  awardee's  research  program.  An  appropriate 
sponsor  must  assume  responsibility  and  provide  guidance  for  the  development  of  the 
candidate's  research  program. 

Institutions  may  apply  for  awards  on  behalf  of  named  individuals  meeting  the  criteria  for 
this  award.  Evidence  of  the  commitment  of  the  institution  and  sponsors  to  the 
candidate's  research  and  career  development  is  to  be  included  in  the  application. 

The  grant  will  be  made  annually  to  the  awardee's  parent  institution  for  each  of  the  five 
annual  budget  periods.  Costs  allowed  may  include: 

1.  Awardee's  Salary 

Up  to  a maximum  of  $25,000  in  the  first  year  with  subsequent  years  up  to  a 
ceiling  of  $30,000  for  full-ime  support;  in  addition,  fringe  benefits  will  be 
provided.  Institutional  supplementation  is  permitted. 

2.  Research  Support 

Up  to  a maximum  of  $10,000  per  year. 

o Equipment:  specialized  research  equipment  essential  to  the  proposed 
program.  The  available  facilities  should  include  most  of  the  necessary 
equipmnent; 

o Supplies:  consumable  supplies  essential  to  the  proposed  program; 

o Travel:  domestic  travel  essential  to  the  proposed  program; 

* o Tuition  for  training  courses:  if  essential  to  the  awardee's  individual 

research  development  program;  and 

Other:  publication  costs,  patient  costs,  etc.,  necessary  for  the 

research  program. 


o 
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3.  Indirect  Costs 


Funds  will  be  provided  for  the  reimbursement  of  actual  indirect  costs  at  a 
rate  up  to,  but  not  exceeding,  8 percent  of  the  total  direct  costs  of  each 
award,  exclusive  of  tuition,  fees,  and  expenditures  for  equipment. 

ELIGIBILITY 

1.  The  award  is  designed  to  provide  intensive,  supervised  research  experience 
for  clinicians.  Thus,  candidates  are  restricted  to  those  holding  health- 
professional  degrees  in  the  clinical  sciences  (M.D.,  D.O.,  or  equivalent). 
Candidates  ordinarily  will  have  completed  their  clinical  experience  by  the 
time  the  award  can  be  made.  Ordinarily  a candidate  in  the  following 
categories  will  not  qualify: 

a)  with  more  than  6 years  of  postdoctoral  experience  at  the  time  of 
award; 

b)  with  previous  independent  NIH  research  support  or  its  equivalent; 

c)  with  less  than  three  years  total  postdoctoral  clinical  experience  at  the 
time  of  the  award. 

In  exceptional  circumstances,  individuals  in  one  or  more  of  the  above 
categories  may  qualify  for  the  award.  However,  the  applicant  must  provide 
sufficient  justification  for  such  an  exception. 

Candidates  should  have  broad  clinical  training,  should  demonstrate  individual 
competence  in  clinical  activities,  and  should  show  research  potential  in  the 
chosen  area  of  interest.  Candidates  must  provide  evidence  of  a serious  intent 
for  research  and  academic  careers. 

2.  Applicants  for  a Clinical  Investigator  Award  may  not  submit  a concurrent 
applicaion  for  an  NIH  Research  Career  Development  Award,  Academic 
Award,  or  for  a New  Investigator  Research  Award.  A Clinical  Investigator 
Awardee  may  subsequently  apply  for  a research  project  grant. 

3.  The  grantee  institution  must  be  a domestic  university,  medical  school,  or 
comparable  institution  with  strong,  well-established  research  and  training 
programs,  adequate  numbers  of  highly  trained  faculty  in  clinical  and  basic 
science  departments,  and  commitment  and  capability  to  provide  guidance  to 
clinically  oriented  individuals  in  the  development  of  independent  research 
careers. 

Candidates  must  be  nominated  by  an  institution  on  the  basis  of  qualifications, 
interests,  accomplishments,  motivation,  and  potential  for  a research  career. 
Evidence  of  the  commitment  of  the  institution  to  the  candidate's  research 
and  development  must  be  provided. 

4.  Candidates  must  have  one  or  more  sponsors  or  advisors  who  are  recognized  as 
accomplished  investigators  in  the  research  proposed  at  the  applicant's 
institution.  The  sponsor  must  provide:  a)  his/her  concept  of  a development 
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and  research  plan  for  the  awardee;  b)  his/her  curriculum  vitae  (updated)  with 
complete  bibliography  and  research  support;  and  c)  a letter  indicating  his/her 
evaluation  of  the  proposed  awardee  and  his/her  willingness  to  provide 
guidance  and  support. 

5.  Candidates  must  provide  a description  of  the  proposed  research  and  career 
development  plan  for  the  five-year  period  of  the  award.  The  candidate  must 
be  prepared  to  commit  full-time  effort  to  the  objectives  of  this  award.  It  is 
required  that  a minimum  of  75  percent  effort  be  devoted  to  the  research 
program.  The  balance  of  effort  can  be  devoted  to  other  clinical  and  teaching 
pursuits  only  if  they  are  consonant  with  the  program  goals,  i.e.,  the  awardee's 
development  into  an  independent  biomedical  research  investigator. 

6.  Awardees  and  their  sponsors  will  be  required  to  submit  a special,  detailed 
progress  report  at  the  end  of  the  third  year  of  support.  This  report  is  to 
contain  specific  information  concerning  progress  and  accomplishments  and,  in 
particular,  an  appropriately  detailed  research  plan  and  protocol. 

7.  Candidates  must  agree  to  inform  the  National  Heart,  Lung,  and  Blood 
Institute  annually  for  a period  of  five  years  subsequent  to  completion  of  the 
award  about  academic  status,  publications,  and  research  grants  or  contracts 
received. 

8.  Candidates  for  an  award  must  be  citizens  or  non-citizen  nationals  of  the 
United  States  or  its  possessions  and  territories  or  must  have  been  lawfully 
admitted  to  the  United  States  for  permanent  residence  at  the  time  of 
application. 

APPLICATION 

Applications  must  be  submitted  on  form  PHS  398  which  is  available  at  the  grantee 
institution.  The  original  and  six  (6)  copies  of  the  application  should  be  clearly  labeled 
"NHLBI  CLINICAL  INVESTIGATOR  AWARD  PROGRAM." 

The  chairperson  of  the  department  sponsoring  the  candidate  should  submit,  a signed 
statement,  as  part  of  the  application,  detailing  the  department's  commitment  to  the 
candidate. 

Completed  grant  applications  should  be  mailed  to  the  following  address: 

Division  of  Research  Grants 
National  Institutes  of  Health 
Bethesda,  Maryland  20205 

Upon  receipt  of  each  application  at  NIH,  a postal  card  acknowledging  receipt  will  be 
mailed  to  the  applicant. 

The  applicant  should  ask  three  present  or  former  supervisors  or  preceptor  to  send  a letter 
to  the  Review  Branch,  Division  of  Extramural  Affairs,  NHLBI,  attesting  to  his/her 
potential  for  conducting  independent  research.  The  applicant  is  responsible  for  making 
necessary  arrangements  to  ensure  that  the  reference  letters  are  mailed  by  the 
supervisors/preceptors  directly  to  the  Review  Branch. 
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Applications  for  this  award  are  due  August  2,  1982.  The  earliest  start  date  for  awards  is 
duly  1,  1983. 

Subsequent  competitions  will  occur  on  a once-a-year  basis  and  the  receipt  dates  will  be 
August  1 of  each  year. 

REVIEW  CRITERIA 

Applications  for  clinical  investigator  awards  will  undergo  initial  merit  review  in  the 
Review  Branch,  Division  of  Extramural  Affairs,  NHLBI.  Secondary  review  will  be  by  the 
National  Heart,  Lung,  and  Blood  Advisory  Council.  Criteria  for  review  include: 

o The  candidate's  potential  for  a career  in  independent  research; 

o The  candidate's  commitment  to  a research  career; 

o The  eligibility  of  the  candidate  as  defined  in  the  program  announcement; 

o The  overall  merit  of  the  candidate's  five-year  plan  for  research  and  the 
development  of  research  skills; 

o The  quality  of  the  candidate's  clinical  training  and  experience; 

o The  institution's  ability  to  provide  quality  facilities,  resources,  and 
opportunities  necessary  to  the  candidate's  research  development; 

o Presence  of  highly  trained  faculty  in  clinical  and  basic  science  departments 
relative  to  the  area  of  study;  and 

o The  ability  and  plans  of  the  sponsor  (or  sponsors)  who  will  provide  the 
candidate  with  the  guidance  necessary  for  career  development  in  research. 

NHLBI  STAFF  CONTACTS 

Inquiries  about  the  program  should  be  directed  to: 

Research  Training  and  Development  Officer 
DIVISION  OF  BLOOD  DISEASES  AND  RESOURCES 
National  Heart,  Lung,  and  Blood  Institute 
Federal  Building,  Room  51 4A 
Bethesda,  Maryland  20205 

Telehone:  (301)  496-1817 

Research  Training  and  Development  Officer 
DIVISION  OF  HEART  AND  VASCULAR  DISEASES 
National  Heart,  Lung,  and  Blood  Institute 
Federal  Building,  Room  3A-08 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-1724 
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Research  Training  and  Development  Officer 
DIVISION  OF  LUNG  DISEASES 
National  Heart,  Lung,  and  Blood  Institute 
Westwood  Building,  Room  6A-05 
Bethesda,  Maryland  20205 

Telephone:  (301)  496-7668 

Letters  of  reference  and  inquiries  regarding  review  procedures  should  be  directed  to: 

Dr.  Carol  Letendre,  Executive  Secretary 
Research  Manpower  Review  Committee 
National  Heart,  Lung,  and  Blood  Institute 
Westwood  Building,  Room  548 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 

Telephone:  (301)  496-7363 
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ANNOUNCEMENT 

CANCER  CONTROL  SCIENCE  PROGRAM 

NATIONAL  CANCER  INSTITUTE 


I.  BACKGROUND  AND  GOALS 

The  Cancer  Control  Program  of  the  National  Cancer  Institute  (NCI)  is 
located  within  the  Division  of  Resources,  Centers  and  Community  Activities 
(DRCCA).  DRCCA  has  recently  described  the  new  Cancer  Control  Program 
directions,  emphasizing  more  cancer  control  research,  in  a "Statement  on 
Cancer  Control"  which  was  adopted  in  January  1981. 

The  Division  of  Resources,  Centers  and  Community  Activities,  NCI,  invites 
grant  applications  from  interested  investigators  for  the  support  of  Cancer 
Control  Science  Programs.  These  programs  will  provide  a scientific  focus 
within  which  investigators  can  conduct  a variety  of  cancer  control  research 
studies. 

This  "Cancer  Control  Science  Program,"  together  with  the  "Cancer  Control 
Research  Units  for  Defined  Population  Studies"  program,  replace  the 
Outreach  Program  described  in  the  June  1976  "Grant  Guidelines  to  Cancer 
Centers  for  Community  Outreach  Programs,"  and  the  "Cancer  Control 
Developmental  and  Support  Grants"  described  therein.  (The  availability  of  a 
Request  for  Applications  for  a single  competition  for  Cancer  Control 
Research  Units  for  Defined  Population  Studies  was  announced  in  the  January 
29,  1982  issue  of  the  Guide.  Copies  of  RFA-NCI-DRCCA-CCB-82-6  may  be 
obtained  from  the  staff  contact  listed  at  the  end  of  this  announcement.) 

II.  CANCER  CONTROL  RESEARCH 

Cancer  control  research  includes  both  prevention  (primary  and  secondary) 
and  management  (diagnosis,  pre-treatment  evaluation,  treatment, 
rehabilitation,  and  continuing  care).  It  builds  on  the  research  and  knowledge 
bases  of  epidemiological,  biomedical,  clinical,  behavioral  and  other 
sciences.  It  requires  carefully  designed  investigations,  often  including  both 
study  and  control  groups  and/or  defined  denominator  populations. 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No. 
13.399,  Cancer  Control.  Awards  will  be  made  under  the  authority  of  the  Public 
Health  Service  Act,  Title  IV,  Section  403  (Public  Law  78-410,  as  amended;  42  USC 
284)  and  administered  under  PHS  grant  policies  and  Federal  regulations  42  CFR 
Part  52  and  45  CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  of 
Health  Systems  Agency  review. 
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The  "Statement  on  Cancer  Control,"  which  sets  forth  the  general  scope  and 
definition  of  cancer  control  research,  states,  in  part: 

"The  goal  of  a cancer  control  program  is  to  reduce  cancer  incidence, 
morbidity,  and/or  mortality  by: 

1)  identifying  approaches  that  might  accomplish  this  and 
performing  research  in  defined  populations  to  determine  which 
are  effective, 

2)  selective  promotion  and  evaluation  of  these  approaches,  and 

3)  selective  education  and  information  dissemination  for  health 
professionals  and/or  the  public. 

The  scope  of  cancer  control  includes  prevention,  screening,  diagnosis, 
pretreatment  evaluation,  treatment,  rehabilitation,  and  continuing  care 
activities. 

The  national  cancer  effort  includes  both  research  into  and  application  of 
control  methods.  These  are  complementary  and  not  antagonistic  activities 
and  are  part  of  an  ordered  sequence,  as  indicated  in  the  following  statement 
adapted  by  the  Board  of  Scientific  Counselors  from  the  report  of  the 
President's  Biomedical  Research  Panel. 

'The  continuum  from  the  discovery  of  new  knowledge  to  the 
application  of  such  knowledge  in  health  care  includes  a number  of 
steps: 

1.  discovery,  through  research,  of  new  knowledge  and  the 
relating  of  new  knowledge  to  the  existing  base; 

2.  translation  of  new  knowledge,  through  applied  research, 
into  new  technology  and  strategy  for  movement  of 
discovery  into  health  care; 

3.  validation  of  new  technology  through  clinical  trials  in 
defined  populations,  and  in  other  ways; 

4.  determination  of  the  safety  and  efficacy  of  new  technology 
for  wide-spread  dissemination  through  demonstration 
projects; 

5.  education  of  the  professional  community  in  proper  use  of 
the  new  technology  and  of  the  lay  community  on  the  nature 
of  these  developments;  and 

6.  skillful  and  balanced  application  of  the  new  developments 
to  the  populations.' 


Cancer  control  includes  2 through  5,  although  different  relative  emphasis 
may  be  placed  on  each  of  those  points  depending  on  the  specific  cancer  and 
whether  prevention  or  treatment  efforts  are  involved. 

Control  and  research  must  be  mutually  reinforcing  and  only  the  coordinated 
planning  and  implementation  of  research  and  control  strategies  will  assure 
maximum  yield  from  the  dollars  invested,  maximum  quality  for  the 
activities  supported,  and  maximum,  probability  that  the  research  effort  will 
continue  to  provide  advance  suitable  for  future  application  in  the  control  of 
cancer. 

Cancer  control  should  support  three  types  of  activities  in  defined 
populations: 

1.  research  to  determine  how,  whether  and  to  what  extent,  actions 
proposed  for  a particular  cancer  are  effective; 

2.  research  to  determine  the  optimal  strategies  for  promoting 
actions  proved  efficacious  for  particular  cancers;  and 

3.  selective  implementation  of  those  promotional  strategies  proven 
efficacious  for  particular  cancers. 

Cancer  control  efforts  should  give  highest  priority  to  cancers  meeting  more 
than  one  of  the  following  criteria: 

1.  cancers  causing  the  greatest  mortality/morbidity  in  the  United 
States; 

2.  cancers  for  which  substantial  risk  of  cancer  has  been  associated 
with  common  exposures. ..(added  for  this  CCSP  announcement); 

3.  cancers  for  which  apparently  effective  actions  are  available. 

The  development  of  an  effective  national  program  for  cancer  control 
requires  qualified  personnel,  particularly  with  training  and  experience  in  the 
disciplines  of  epidemiology,  biostatistics,  and  disease  control  administration, 
and  the  placement  of  these  individuals  in  responsible  positions. '' 

PHASES  OF  CANCER  CONTROL  RESEARCH 

The  Division  of  Resources,  Center,  and  Community  Activities  is  testing  the 
idea  of  categorizing  cancer  control  research  studies  into  phases.  Applicants 
are  asked  to  classify  each  research  project  as  Phase  I,  II,  III,  IV,  or  V as 
noted  in  the  table  below,  and  also  as  prevention  (primary  and  secondary)  or 
management  (diagnosis,  pre treatment  evaluation,  treatment,  rehabilitation 
and  continuing  care).  If  a study  does  not  fit  this  classification,  the  reasons 
it  does  not  fit  should  be  described. 
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Phase 


Phase  I 
Phase  II 


Phase  UI 


Phase  IV 
Phase  V 


De  finitions 

Phase  I. 

Hypothesis  Development 

Development  of  cancer  control  hypotheses  of  which  control  measures, 
approaches,  or  interventions  should  be  tested  to  determine  whether 
they  can  reduce  cancer  incidence,  morbidity  and/or  mortality.  These 
hypotheses  often  will  come  from  basic  laboratory,  clinical,  or 
epidemiological  research  which  provides  evidence  for  etiological 
associations  or  clinical  advances  for  a specific  cancer;  the  basic 
research  itself  will  not  be  considered  part  of  cancer  control  research. 

Phase  II. 

Research  on  Study  Components  or  Methods  Needed  to  Test  the 
Hypothesis 

Methodological  research  is  included  here,  such  as  development  and 
testing  of  questionnaires,  studies  of  compliance,  development  and 
testing  of  screening  procedures,  pilot  tests  of  the  control  measures 
identified  in  the  hypotheses,  or  testing  of  methods  from  other  diseases 
or  disciplines  on  cancer  problems. 

Phase  III. 

Case  Control  Studies  and  Other  Controlled  Studies  Which  Are  Not 
Defined  Population  Studies 

These  are  research  efforts  aimed  at  testing  a hypothesis.  While  the 
populations  may  not  necessarily  be  representative  of  any  larger 
population,  the  cancer  control  idea  should  receive  a careful  scientific 
assessment.  Certain  cohort  or  cross-sectional  studies  might  be 


TYPE  OF  CANCER  CONTROL  STUDY 

Phase  Title/Description  Prevention  Management 

Hypothesis  Development 

Research  on  Study  Components 
or  Methods  Needed  to  Test 
the  Hypothesis 

Case-Control  Studies  and 
Other  Controlled  Studies 
Which  Are  Not  Defined 
Population  Studies 

Defined  Population  Studies 

Demonstration  and  Implementation 
Studies 
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considered  here  (though  technically  not  case-control),  if  they  do  not 
meet  the  criteria  for  a defined  population  study.  Controlled  studies  of 
cancer  control  measures  or  interventions,  which  test  the  efficacy  of 
the  measure,  would  be  appropriate  here.  Phase  III  studies  should 
incorporate  the  results  of  Phase  II  studies  in  their  design. 

Phase  IV. 

Defined  Population  Studies 

The  primary  aim  of  these  studies  is  to  allow  estimates  of  the  potential 
impact  of  the  control  measures  if  more  broadly  applied  to  a major 
segment,  or  the  entire  population,  of  the  United  States.  Therefore,  in 
these  studies,  the  denominator  as  well  as  the  numerator  populations 
must  be  identified.  Thought  should  be  given  to  how  well  the  defined 
population  represents  the  larger  population  to  which  results  may  later 
be  generalized.  These  studies  may  avoid  the  selection  biases  in  some 
case-control  studies.  Phase  III  studies  generally  precede  Phase  IV 
studies,  and  should  justify  undertaking  the  Phase  IV  study. 

Phase  V. 

Demonstration  and  Implementation  Studies 

This  phase  follows  careful  research  in  each  of  the  preceeding  phases 
and  must  be  justified  on  the  basis  of  these  earlier  studies.  It  includes 
research  and  evaluation  efforts  related  to  the  demonstration  and 
implementation  studies. 

As  new  studies  are  planned,  the  background  or  rationale  for  each  study 
should  identify  research  results  from  earlier  studies  that  justify  the  phase  of 
the  proposed  study.  For  example,  if  a Phase  III  study  is  proposed,  what 
research  has  been  done  of  the  Phase  I or  Phase  II  types;  if  a Phase  V study  is 
proposed,  what  research  has  been  done  of  Phases  I— IV  types?  Note  that 
Phase  IV  defined  population  studies  precede  Phase  V demonstration  and 
implementation  projects. 

(Comments  and  suggestions  about  how  this  classification  system  may  be 
improved  are  welcome,  including  suggestions  for  modifying  or  expanding  the 
definitions  of  the  various  phases  in  order  to  cover  the  total  scope  of  cancer 
control  research.) 

IV.  CANCER  CONTROL  SCIENCE  PROGRAM:  SCOPE  AND  CONTENT 

The  purpose  of  this  program  announcement  is  to  encourage  the  development 
of  Cancer  Control  Science  Programs  (CCSP).  Grants  under  this 
announcement  will  support  a number  of  CCSPs  throughout  the  United  States 
which  together  with  the  Cancer  Control  Research  Units,  will  be  designed  to 
plan  and  implement  cancer  control  research  studies  and  to  serve  as  a 
resource  for  the  cancer  control  research  program  of  the  National  Cancer 
Program. 
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The  CCSP  is  designed  to  provide  support  for:  a core  group  of  researchers 
who  will  perform  cancer  control  research  studies;  a minimum  of  three 
cancer  control  research  projects  which  can  successfully  undergo  review  for 
scientific  merit;  developmental  funds  for  pilot  projects  which  are  of  high 
scientific  merit  and  have  future  promise  of  becoming  supported  as  individual 
peer  reviewed  research  projects;  and  other  resources,  such  as  data  support, 
which  can  be  justified  as  necessary  to  achieve  the  goals  of  the  CCSP. 

V.  MECHANISMS  OF  SUPPORT 

The  DRCCA,  NCI,  intends  to  support  these  CCSPs  as  grants  for  project 
periods  of  up  to  five  years.  New  competing  applications  will  undergo  review 
for  scientific  merit  by  an  NCI  review  group  and  subsequent  review  by  the 
National  Cancer  Advisory  Board.  Renewal  of  the  initial  award  beyond  five 
years  will  be  contingent  upon  satisfactory  review  of  a competing  renewal 
application.  A maximum  of  $7.5  million  will  be  available  for  the 
combination  of  the  Cancer  Control  Science  Program  and  the  Cancer  Control 
Research  Units  for  the  first  year  of  support  (FY  1983). 

VI.  METHOD  OF  APPLYING 

Detailed  "Cancer  Control  Science  Program:  Guidelines"  are  available  which 
describe  further  the  scope  of  cancer  control  research,  the  eligibility  for 
application,  the  letter  of  intent  procedure,  and  the  review  procedures  and 
criteria.  A letter  of  intent  should  be  submitted  and  discussions  with 
Program  staff  held  before  a grant  application  can  be  submitted.  An 
institution  wishing  to  participate  in  this  effort  must  submit  an  application  in 
accordance  with  the  guidelines  specified  in  the  CCSP  Guidelines. 

VIL  APPLICATION  DATES 


Letter  of 

Application 

Initial 

NCAB 

Earliest 

Intent  due 

Receipt 

Review 

Review 

Beginning 

Dates 

Dates 

Dates 

Dates 

Dates 

First  Cycle: 

May  15,  1982 

Aug.  15,  1982 

Sept-April 

May  1983 

Jul  1,1983 

Subsequent  cycles: 

Sept.  15 

Feb.  1 

June 

Sept. 

Oct. 

Dec.  1 

Jan.  15 

June  1 

Oct. 

Nov. 

Jan. 

Feb. 

April  1 

May  15 

Oct.  1 

Feb. 

March 

May 

July  1 
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VIII.  INQUIRIES  AND  CORRESPONDENCE 

Carlos  E.  Caban,  Ph.D. 

Program  Director 
Division  of  Resources,  Centers  and 
Community  Activities 
National  Cancer  Institute 
Blair  Building,  Room  716B 
8300  Colesville  Road 
Silver  Spring,  Maryland  20910 

Telephone:  (301)  427-8663 
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ANNOUNCEMENT 

MINORITY  HYPERTENSION  RESEARCH  DEVELOPMENT  SUMMER  PROGRAM 

NATIONAL  HEART,  LUNG,  AND  BLOOD  INSTITUTE 

DIVISION  OF  HEART  AND  VASCULAR  DISEASES 


Application  Receipt  Date:  September  15,  1982 


The  Division  of  Heart  and  Vascular  Diseases  of  the  National  Heart,  Lung,  and  Blood 
Institute  is  accepting  competing  and  renewal  applications  for  Institutional  National 
Research  Service  Awards  for  research  training  under  the  Minority  Hypertension  Research 
Development  Summer  Program. 

The  Minority  Hypertension  Research  Development  Summer  Program  is  intended  to  (1) 
encourage  the  recruitment  and  development  of  minority  investigators  in  specialized 
areas  of  research,  prevention,  control  and  education  related  to  hypertension  and  (2) 
stimulate  hypertension  research,  prevention,  control  and  education  by  offering  minority 
school  faculty  members  and  graduate  students  the  opportunity  to  enhance  their  research 
capabilities  in  these  areas. 

Training  will  be  offered  through  HYPERTENSION  TRAINING  CENTERS  which  have  well- 
established  hypertension  research  and  training  programs  and  are  within  100  miles  of  (a) 
minority  school(s)  or^  provide  satisfactory  alternative  arrangements  for  communication 
and  exchange.  The  centers  will  collaborate  with  minority  schools  to  work  out  plans  for 
the  identification,  selection  and  development  of  participating  minority  school  faculty 
members  or  graduate  students. 

Minority  schools  are  those  in  which  a majority  or  significant  proportion  of  its  enrollment 
is  comprised  of  students  of  minority  ethnic  groups-including,  but  not  limited  to,  Blacks, 
Spanish-speaking  Americans,  Native  Americans,  Pacific  Islanders  and  Asian  Americans- 
and  has  a demonstrated  commitment  to  the  special  encouragement  of  minority  faculty, 
students,  and  investigators.  The  Minority  School  must  commit  itself  to  encouraging 
appropriate  faculty  members  or  graduate  students  to  participate  in  this  program,  to 
continue  the  faculty  members  or  graduate  students  in  status  after  the  summer  session(s) 
and  guarantee  at  least  limited  resources  for  his  or  her  hypertension  research  and 
teaching  activities. 

Participating  faculty  members  or  graduate  students  must  be  nominated  by  the  Minority 
School,  be  accepted  by  the  Training  Center,  and  agree  to  report  annually  for  six  years 
after  training  on  his  or  her  academic  status,  publications,  grants  or  contracts  and 
teaching  activities  related  to  hypertension. 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.837, 
Heart  and  Vascular  Diseases  Research.  Awards  will  be  made  under  the  authority  of  the 
Public  Health  Service  Act,  Section  472,  42  USC  289J_- 1 , and  administered  under  PHS 
grants  policy  and  Federal  Regulations  42  CFR  Part  66.  This  program  is  not  subject  to  A- 
95  Clearinghouse  or  Health  Systems  Agency  review. 
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Applications  may  request  funds  to  provide  stipends  for  the  duration  of  a summer  program 
of  $1,1 15-$  1,565  per  month  for  minority  school  faculty  member  participants  and  $420  per 
month  for  minority  school  graduate  student  participants.  In  addition,  funds  may  be 
requested  for  trainee  travel;  tuition  and  fees  essential  to  the  training;  health  insurance 
coverage  for  participants  during  the  summer  session;  and  up  to  $1,250  per  faculty 
member  and  $750  per  graduate  student  for  institutional  allowances  which  includes 
personnel,  supplies,  equipment  essential  to  the  program  and  consultant  costs  when 
specifically  justified.  Indirect  cost  allowances  will  be  limited  to  8 percent  of  the  total 
allowable  direct  costs  or  the  actual  rate,  whichever  is  lower.  These  budget  items  are 
subject  to  administrative  revision. 

The  present  announcement  is  for  a single  competition  with  a September  15,  1982  receipt 
date  for  applications.  These  applications  will  be  reviewed  at  the  February  1983  meeting 
of  the  National  Heart,  Lung,  and  Blood  Advisory  Council.  The  meritorious  ones  will  be 
awarded  beginning  May  1,  1983.  Applications  not  received  by  September  15,  1982,  will 
be  returned  to  the  applicant.  Guidelines  for  the  development  of  the  application  may  be 
obtained  by  contacting  Dr.  George  A.  Hayden  at  (301)  496-1724. 

LETTER  OF  INTENT 


Prospective  Training  Center  applicants  should  submit  a letter  of  intent  not  later  than 
May  15,  1982  to: 


Dr.  George  A.  Hayden 

Research  Training  and  Development  Branch 
Division  of  Heart  and  Vascular  Diseases 
National  Heart,  Lung,  and  Blood  Institute 
Federal  Building,  Room  3A-08 
Bethesda,  Maryland  20205 

The  Institute  requests  such  letters  to  obtain  an  indication  of  the  number  and  the  scope  of 
applications  which  will  require  merit  review.  A letter  of  intent  is  not  binding  and  will 
not  enter  into  the  review  of  any  proposal  subsequently  submitted.  The  letter  should 
briefly  describe  the  composition  of  the  Hypertension  Training  Center,  participating 
Minority  Institutions,  the  overall  approach,  and  areas  of  interest  for  the  Minority 
Hypertension  Research  Development  Summer  Program. 
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ANNOUNCEMENT 

SMALL  VESSEL  PROSTHESES 

NATIONAL  HEART,  LUNG,  AND  BLOOD  INSTITUTE 


The  National  Heart,  Lung,  and  Blood  Institute  encourages  interested  investigators  to 
submit  research  grant  applications  which  will  lead  to  the  development  and  clinical 
application  of  small  caliber  (5  mm  or  less)  vascular  grafts.  Applications  received  in 
response  to  this  Program  Announcement  will  be  assigned  by  the  Division  of  Research 
Grants  to  study  sections  for  review  according  to  the  NIH  process  for  regular  research 
grant  applications.  Funding  for  this  activity  is  in  competition  with  all  regular  competing 
grant  applications.  The  purpose  of  this  Program  Announcement  is  to  inform  the 
scientific  community  of  the  need  for  additional  work  in  this  area.  The  long-range  goal  of 
this  program  is  to  develop  natural  or  synthetic  graft  materials  and  the  clinical  protocols 
for  implantation  of  small  caliber  vascular  prostheses  in  humans.  The  development  of 
successful  small  vessel  prostheses  may  involve  contributions  from  materials  science, 
surface  chemistry,  rheology,  pharmacology,  hematology,  vascular  surgery  and  veterinary 
medicine. 

The  National  Heart,  Lung,  and  Blood  Institute  has  a specific  interest  in  supporting 
research  which  will  lead  to  an  understanding  of  the  basic  mechanisms  of  graft  failure 
and/or  lead  to  potential  solutions  to  problems  with  current  small  vessel  prostheses.  In 
current  surgical  practice,  autologous  vascular  tissue  is  used  whenever  possible  for  repair 
or  replacement  procedures  involving  small  caliber  vessels  because  these  tissues  maintain 
patency  better  than  commercially  available  prostheses.  There  is  a clinical  need  for  small 
caliber  grafts  which  will  remain  patent  when  used  in  coronary  bypass,  in  vascular  repair 
in  the  pediatric  patient,  in  peripheral  vascular  surgery,  and  in  vascular  access  for  renal 
dialysis  or  chemotherapy.  Grafts  with  poor  runoff  are  particularly  prone  to  failure. 
Intimal  proliferation  in  the  graft  itself  or  in  the  distal  vascular  bed  is  a frequent  cause  of 
failure.  Furthermore,  the  vascular  beds  proximal  and  distal  to  the  graft  may  become 
compromised  by  progression  of  atherosclerosis,  thereby  reducing  flow  and  leading  to 
failure.  A number  of  failure  mechanisms  have  been  hypothesized  but  appropriate  means 
to  prevent  or  correct  such  failures  have  not  been  identified. 

The  recommendations  of  the  Workshop  on  Vascular  Prostheses  (NIH  Publication  No.  82- 
1213)  identified  a number  of  research  areas  which  could  lead  to  development  of  improved 
grafts.  These  areas  include  better  understanding  of  the  role  of  surface  chemistry, 
physical  chemistry  and  bulk  engineering  properties  of  graft  materials  in  success  or 
failure,  including  the  mechanism  of  failure  at  the  suture  line;  role  of  fluid  dynamics; 
understanding  of  mechanisms  which  would  promote  human  endothelial  cells  to  populate 
the  graft  intima;  and  development  of  an  appropriate  animal  model  which  will  accurately 
predict  clinical  performance. 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  number  13.837, 
Heart  and  Vascular  Diseases  Research.  Grants  will  be  awarded  under  the  authority  of 
the  Public  Health  Service  Act,  Section  301  (42  USC  241)  and  administered  under  PHS 
grant  policies  and  Federal  Regulations,  most  specifically  at  42  CFR  Part  32  and  45  CFR 
Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems  Agency 
review. 
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Applicants  submitting  responses  to  this  announcement  are  encouraged  to  have  a clearly 
focused  hypothesis  regarding  the  failure  mechanism  of  currently  available  materials 
when  used  as  grafts  of  this  small  size  in  humans.  Any  one  of  a number  of  approaches 
could  be  appropriate,  including  research  plans  which  propose  a direct  demonstration  of 
the  importance  of  this  failure  mechanism,  or  which  seek  new  ways  to  prevent  failure. 
Some  applicants  may  prefer  to  test  grafts  or  grafting  procedures  while  others  examine 
relevant  discrete  components  of  the  problem.  As  with  any  research  grant  application, 
the  choice  of  a we  11 -con trolled  experimental  design  could  be  an  important  consideration, 
since  graft  failure  may  be  the  result  of  complex  interactions. 

Potential  studies  might  involve  investigation  and  demonstration  of  failure  mechanisms  at 
low  flow  using  model  systems  and/or  through  analysis  of  retrieved  implants,  development 
of  new  materials  with  appropriate  characterization  and  validation,  identification  of 
pharmacologic  regimens  to  prevent  failure,  or  development  and  validation  of  animal 
models  for  specified  applications;  other  topic  areas  may  also  be  appropriate.  Research 
may  involve  currently  available  or  new  materials;  studies  may  be  conducted  in  animals, 
or  in  adults  or  children  with  due  regard  for  all  relevant  ethical  considerations. 

Careful  delineation  of  the  methods  to  be  used  to  characterize  the  experimental  system  is 
encouraged,  particularly  with  regard  to  physical  and  chemical  properties  of  graft 
materials,  verification  of  flow  rates,  surgical  techniques,  numbers  of  animal  or  data 
points  in  a group,  and  frequency  of  collection  of  data  points.  A clear  definition  of  the 
experimental  end  point  could  be  helpful  to  the  reviewers,  as  well  as  the  criteria  to  be 
used  to  determine  whether  the  hypothesis  has  been  confirmed.  Since  a proposed 
hypothesis  may  already  have  been  discussed  within  the  community  or  may  already  be 
accepted  as  fact,  an  explanation  of  the  new  information  to  be  gained  from  the  proposed 
work,  its  need,  and  its  relative  importance  may  be  appropriate. 

Support  for  this  research  is  available  through  investigator  initiated  research  grants. 
Application  receipt  dates  are  July  1,  November  1,  and  March  1.  Applications  should  be 
submitted  on  form  PHS  398;  these  forms  are  available  in  the  business  or  grants  and 
contracts  office  at  most  academic  and  research  institutions  or  from  the  Division  of 
Research  Grants,  NIH.  In  order  to  identify  the  application  as  a response  to  this  program 
announcement,  check  "yes"  on  Item  2 of  the  application  face  page  with  the  title  SMALL 
VESSEL  PROSTHESES.  The  original  and  six  copies  should  be  submitted  to: 

Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building,  Room  240 
Bethesda,  Maryland  20205 

An  additional  copy  of  the  application  should  be  mailed  to: 

Dr.  Frances  A.  Pitlick 
Devices  and  Technology  Branch 
National  Heart,  Lung,  and  Blood  Institute 
Federal  Building,  Room  312 
7550  Wisconsin  Avenue 
Bethesda,  Maryland  20205 

Requests  for  additional  information  or  questions  regarding  this  program  may  be  directed 
to  Dr.  Pitlick  at  (301)  496-1586. 
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RESEARCH  GRANTS  IN  NEURAL  REGENERATION,  NEURAL  PLASTICITY  AND 

RELATED  DEVELOPMENTAL  BIOLOGY 


NATIONAL  INSTITUTE  OF  NEUROLOGICAL  AND  COMMUNICATIVE 
DISORDERS  AND  STROKE 


Injury  to  the  nervous  system  entails  exceptional  physical,  financial  and  emotional 
hardship  on  persons  directly  affected  and  on  their  closest  associates,  as  well  as  on  the 
community  at  large.  The  Stroke  and  Trauma  Program  (STP)  of  the  National  Institute  of 
Neurological  and  Communicative  Disorders  and  Stroke  (NINCDS)  encourages  the 
submission  of  applications  for  research  grants  in  neural  regeneration,  neural  plasticity 
and  in  the  developmental  biology  related  to  these  processes.  While  the  ultimate  aim  is 
complete  restitution  of  nervous  system  function  in  humans,  the  STP  recognizes  that  basic 
as  well  as  clinical  studies  at  all  levels  are  required  in  order  to  achieve  these  goals. 

Studies  related  to  neural  regeneration  and  plasticity  in  the  brain,  spinal  cord  and 
peripheral  nervous  system  are,  by  their  nature,  complex  and  require  employment  of 
state-of-the-art  biochemical,  biophysical,  physiological,  morphological,  behavioral, 
pathological,  pharmacological,  immunological  and  other  approaches,  either  individually 
or  in  collaborative  settings.  Investigators  should  submit  carefully  designed,  well 
integrated,  and  adequately  documented  research  applications. 

New  insights  are  sought  with  respect  to  factors  that  may  inhibit  or  facilitate  optimal 
healing  as  evidenced  by  return  of  function  in  the  nervous  system  to  pre-injury  levels. 
Areas  of  research  interest  in  neural  regeneration  and  plasticity  include,  but  are  not 
limited  to,  the  following  examples: 

intracellular  and  extracellular  processes  concerned  with  removal  of  neural 
tissue  debris; 

post-traumatic  neural  tissue  status  including  glial  and  vascular  responses  to 
injury; 

trophic  and  growth  factors; 
specifying  agents  and  guidance  cues; 
hormonal  and  enzymatic  influences; 
intra-  and  intercellular  signalling; 

molecular  or  ionic  fluxes  and  cellular  constituents,  cell  membranes  and  the 
extracellular  milieu; 

synthesis  and  assimilation  of  proteins,  lipids  and  carbohydrates  associated  with 
regeneration; 

cellular  and  molecular  mechanisms  of  axoplasmic  transport; 
membrane  incorporation  and  membrane  properties; 
collateral  sprouting  and  neurite  extension; 

regional  and  cellular  metabolism  (locally  and  at  a distance)  prior  to  and  shortly 
after  injury,  as  well  as  during  reparative  stages; 


This  program  is  described  in  the  Cataloge  of  Federal  Domestic  Assistance,  number 
13.853,  Stroke  and  Trauma  Research.  Grants  will  be  awarded  under  the  authority  of  the 
Public  Health  Service  Act,  Title  III,  Section  301  (Public  Law  78-410,  as  amended;  42  USC 
241)  and  administered  under  PHS  grant  policies  and  Federal  Regulations  42  CFR  Part  52 
and  45  CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health 
Systems  agency  review. 
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involvement  of  other  supportive  elements  such  as  connective  and  vascular 
tissues; 

the  neurotransmitter,  neuroreceptor  and  neurochemical  environment  in  which 
regenerative  activities  occur; 

identification  of  the  tissues,  cells  and  substrates  critical  to  the  regeneration 
process; 

re-establishment  of  neural  connectivity; 

the  mechanisms  responsible  for  activation  and  expression  of  the  genetic 
features  regulating  the  relevant  cellular  and  extracellular  elements  (since  the 
ability  to  regenerate  neural  and  other  components  is  species  and  tissue  related); 
neuronal  and  supportive  cell  genetic  expression  in  the  developmental  and 
regenerative  mode  of  the  nervous  sytem; 

neural  transplants  as  an  approach  to  the  remediation  of  specific  neurologic 
deficits  and  the  further  definition  of  the  nervous  system  and  its  effector  organs; 
materials  science  research  (e.g.,  in  the  development  of  substrate  prosthetic 
devices  to  facilitate  regrowth  .of  axons  in  the  injured  nervous  sytem)  suggesting 
additional  approaches  to  understanding  the  molecular  complexities  and 
interactions  associated  with  outgrowing  neurites  and  their  substrates; 
latent  synapses,  remodelled  circuitry,  and  rehabilitative  training  following 
injury; 

behavioral,  chemical,  functional  and  structural  correlates  of  restored  or  revised 
neural  circuits. 

Applicants  are  encouraged  to  develop  and  use  those  new  and  refined  methodologies, 
instrumentation,  and  surgical  procedures  which  will  permit  more  detailed  determination 
of  features  involved  in  neural  regeneration.  This  includes  development  and  use  of 
pertinent  m_  vivo  or  in_  vitro  models  that  may  serve  to  demonstrate  factors  involved  in 
neural  regenerative  processes. 

Investigators  should  consider  submitting  well-focused  applications  addressing  one  or  more 
compelling  questions  related  to  neural  regeneration  and/or  plasticity.  Where  sufficient 
baseline  data  are  available,  an  approach  should  be  entertained  that  will  help  test 
hypotheses  that  are  pivotal  to  future  studies  along  specific  avenues  of  research. 
Proposed  mechanisms  responsible  for  observations  to  date  would  be  of  obvious  interest  to 
other  investigators  working  in  the  same  or  related  areas.  The  application  must  convey 
the  investigators'  ability  to  employ  the  methodologies  described,  e.g.,  listing  relevant 
publications  or  the  inclusion  of  preliminary  data  when  available.  Methodological  as  well 
as  experimental  controls  should  be  described,  especially  when  non-standard  or 
controversial  techniques  are  proposed.  Other  important  elements  may  include  the 
sequence  and  timing  of  proposed  studies,  potential  difficulties  and  their  resolution, 
quantitation  and  management  of  data  where  appropriate,  and  adequate  justifications  of 
all  budgetary  requests. 

Applications  should  be  prepared  on  form  PHS  398  following  instructions  contained  in  the 
application  kit.  These  kits  are  available  at  most  institutional  business  offices  or  from 
the  Division  of  Reserch  Grants,  NIH.  The  applications  will  be  judged  on  scientific  merit 
in  accord  with  NIH  policy  and  procedures  involving  peer  review.  Initial  review  will  be  by 
an  appropriate  study  section  of  the  DRG.  Final  review  will  be  by  the  National  Advisory 
Neurological  and  Communicative  Disorders  and  Stroke  Council.  Applications  judged 
more  responsive  to  program  interests  of  other  Institutes  at  the  NIH  will  be  assigned 
accordingly. 

Deadline  dates  for  the  receipt  of  new  applications  are  March  1,  July  1,  and  November  1. 
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The  phrase  NEURAL  REGENERATION  AND  PLASTICITY  should  be  typed  in  item  2,  of 
the  first  (face)  page  of  the  application.  The  original  and  six  copies  of  the  application 
should  be  mailed  to  the  following  address: 

Division  of  Research  Grants 
National  Institutes  of  Health 
Room  240,  Westwood  Building 
Bethesda,  Maryland  20205 

One  copy  of  the  application  is  to  be  sent  to  the  address  below.  For  additional 
information  applicants  are  encouraged  to  contact: 

Stroke  and  Trauma  Program 
National  Institute  of  Neurological  and 
Communicative  Disorders  and  Stroke 
Room  8A13,  Federal  Building 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-4226 
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ANNOUNCEMENT 
EPIDEMIOLOGY  OF  ORAL  DISEASES  IN  MINORITIES 
NATIONAL  INSTITUTE  OF  DENTAL  RESEARCH 


The  National  Institute  of  Dental  Research  (NIDR)  invites  applications  for  support  of 
epidemiological  research  related  to  the  oral  health  problems  of  racial  and  ethnic 
minority  groups.  Research  proposed  should  go  beyond  descriptions  of  the  nature  and 
extent  of  the  oral  health  problems  experienced  by  minorities  and  should  offer  hypotheses 
to  be  tested  that  would  shed  light  on  the  relevant  factors  and  conditions  that  contribute 
to  the  problems. 

Research  proposed  may  be  directed  at  one  or  more  of  the  areas  noted  below  and  may  be 
confined  to  a particular  minority  group.  Applicants  are  encouraged  to  offer  creative 
proposals  which  would  help  improve  the  understanding  of  the  oral  health  problems  of 
minorities  and  provide  insight  as  to  how  the  oral  health  status  of  such  groups  might  be 
improved. 

Identified  as  particularly  appropriate  for  support  by  the  NIDR  are  epidemiological  studies 
directed  toward  the  identification  of  the  patterns  of  occurrence  of  the  oral  diseases  and 
conditions  noted  below,  and  the  factors  and  conditions,  including  behavioral  factors, 
responsible  for,  or  contributing  to  these  oral  health  problems: 

Dental  Caries,  including  the  prevalence  of  both  coronal  and  root  caries  in 
different  age  groups; 

Periodontal  Diseases,  studies  using  new  methodologies  for  objective 
measurement  of  disease  activity; 

Congenital  Craniofacial  Anomalies  (including  cleft  palate),  Dentofacial 
Malrelations,  and  Acquired  Craniofacial  Defects; 

Oral  Malignancies,  Other  Oral  Soft  Tissue  Diseases,  and  Nutritional 
Deficiencies  with  Oral  Manifestations. 

The  deadlines  for  the  receipt  of  research  grant  applications  by  the  Division  of  Research 
Grants  are  March  1,  duly  1,  and  November  1.  Review  and  award  of  such  applications  will 
be  through  the  usual  NIH  procedures  governing  research  project  grants.  The  award  of 
grants  pursuant  to  this  announcement  is  contingent  upon  the  receipt  of  responsive 
proposals  of  high  scientific  merit  and  the  availability  of  appropriated  funds. 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  Numbers 
13.840,  13.841,  13.842,  13.844,  and  13.878.  Awards  will  be  made  under  the  authority  of 
the  Public  Health  Service  Act,  Title  III,  Section  301  (Public  Law  78-410,  as  amended;  42 
USC  241)  and  administered  under  PHS  grant  policies  and  Federal  Regulations  42  CFR 
Part  32  and  45  CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or 
Health  Systems  Agency  review. 
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Applications  should  be  submitted  on  Form  PHS  398,  which  is  available  in  the  business  or 
grants  office  at  most  academic  or  research  institutions.  If  not,  application  forms  may  be 
obtained  from: 


Office  of  Grants  Inquiries 
Division  of  Research  Grants 
National  Institutes  of  Health 
Room  448,  Westwood  Building 
Bethesda,  Maryland  20203 

Inquiries  regarding  this  announcement  may  be  directed  to  one  or  more  of  the  individuals 
noted  below  according  to  the  particular  area  of  concern  that  the  applicant  wishes  to 
address: 


Dr.  John  D.  Townsley 

Caries  Research  Grants  and  Contracts  Branch 
Telephone:  (301)  496-7884 

Dr.  Samuel  Kakehashi  or 
Dr.  Paul  F.  Parakkal 
Periodontal  Diseases  Program  Branch 
Telephone:  (301)  496-7784 

Dr.  Jerry  D.  Niswander  or 
Dr.  John  D.  Suomi 

Craniofacial  Anomalies  Program  Branch 
Telephone:  (301)  496-7807 

Dr.  Paul  D.  Frazier  or 
Dr.  David  A.  Wolff 

Soft  Tissue  Stomatology  and  Nutrition 
Program  Branch 
Telephone:  (301)  496-7807 

Dr.  Aaron  Ganz  or 
Dr.  Patricia  S.  Bryant 
Pain  Control  and  Behavioral  Studies 
Program  Branch 
Telephone:  (301)  496-7491 

The  mailing  address  of  the  above  individuals  is: 

National  Institutes  of  Dental  Research 
National  Institutes  of  Health 
Westwood  Building 
Bethesda,  Maryland  20205 
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ANNOUNCEMENT 


ENVIRONMENTAL  MEDICINE  - DEVELOPMENT  OF  DIAGNOSTIC  TECHNOLOGY 

FOR  USE  IN  POPULATIONS  EXPOSED  TO  HAZARDOUS  CHEMICALS, 

PARTICULARLY  FROM  WASTE  DUMPS 

NATIONAL  INSTITUTE  OF  ENVIRONMENTAL  HEALTH  SCIENCES 


The  National  Institute  of  Environmental  Health  Sciences  (NIEHS)  is  the  principal  Federal 
agency  for  biomedical  research  on  the  effects  of  chemical,  physical  and  biological 
environmental  agents  on  man's  health  and  well  being.  The  Institute  supports  efforts  to 
identify  potentially  hazardous  environmental  agents,  including  the  development,  testing, 
and  validation  of  biological  test  systems  which  can  be  used  to  measure  and  predict  human 
toxicity  from  exposure  to  environmental  factors. 

BACKGROUND 


Laboratory  tests  that  measure  various  physiologic  and  biochemical  parameters  indicative 
of  normal  and  abnormal  function  in  many  organs  and  organ  systems  have  been  developed 
and  are  useful  in  clinical  investigation  and  research.  However,  either  because  these  tests 
have  not  been  so  employed,  or  because  specific  tests  have  not  yet  been  developed,  few 
data  exist  from  human  studies  which  support  the  predictive  information  obtained  from 
other  sources. 

For  example,  while  short-term  laboratory  tests  to  detect  evidence  of  exposure  to 
mutagens  or  mutation  or  other  aspects  of  toxicity  are  in  various  stages  of  development  in 
laboratories  throughout  the  research  community,  validation  of  these  tests  clinically  and 
epidemiologically  would  allow  them  to  be  used  in  innovative  and  productive  ways  to 
investigate  the  role  of  environmental  agents  in  causing  disease.  The  primary  usefulness 
of  such  tests  would  be  in  the  detection  of  subclinical  toxicity  in  advance  of  the  clinical 
diagnosis  of  cancer,  reproductive,  genetic  or  other  abnormalities. 

RESEARCH  GOALS  AND  SCOPE 


The  NIEHS  is  interested  in  research  applications  concerned  with  the  use  of  laboratory  or 
clinical  tests  that  will  aid  in  the  detection  and  measurement  of  toxicity  to  man  from 
chemical  exposure  at  levels  which  do  not  produce  overt  acute  symptoms,  but  which  may 
produce  detectable  damage  years  later.  Such  tests  may  be  of  value  in  assessing  adverse 
health  effects  due  to  the  exposure  of  individuals  to  chemicals.  Ideally,  the  tests  would 
be  noninvasive  although  minimally  invasive  procedures  requiring  venipuncture  or 
collection  of  body  fluids  may  be  necessary  to  measure  some  known  phenomenon 
associated  with  biological-chemical  interaction  such  as  cytochrome  P-450  enzyme 
induction  due  to  polycyclic  hydrocarbon  exposure,  or  change  in  cholinesterase  activity 
following  pesticide  exposure. 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.892, 
Prediction,  Detection  and  Assessment  of  Environmentally  Caused  Diseases  and 
Disorders.  Awards  will  be  made  under  the  authority  of  the  Public  Health  Service  Act, 
Title  III,  Section  301  (Public  Law  78-410,  as  amended;  42  USC  241)  and  administered 
under  PHS  grant  policies  and  Federal  Regulations  42  CFR  Part  52  and  45  CFR  Part  74. 
This  program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems  Agency  review. 
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The  goal  of  this  announcement,  therefore,  is  to  encourage  submission  of  research 
applications  to  evaluate  or  refine  established  or  newly  developed  tests  with  prognostic 
characteristics  in  order  to  assess  the  effects  of  exposures  that  may  occur  in  occupational 
settings,  therapeutic  regimes  or  unexpected  episodes  of  chemical  exposure  such  as  might 
occur  with  populations  exposed  to  hazardous  chemical  wastes.  Proposed  studies  may  be 
at  the  basic  biochemistry  or  cellular  pathology  level  for  the  purpose  of  test  development 
within  the  laboratory  setting. 

Projects  in  general  would  be  expected  to  be  of  a collaborative  nature  involving,  for 
example,  epidemiologists,  clinicians,  and  laboratory  scientists.  Projects  involving  the 
clinical  evaluation  of  persons  who  have  experienced  unique  environmental  exposures  are 
of  particular  interest. 

Individuals  wishing  additional  information  or  having  questions  concerning  this  program 
announcement  should  contact: 


Dr.  Edward  Gardner,  Jr. 

Program  Director 

Regular  Research  Programs  Section 
Scientific  Programs  Branch 
Extramural  Program 
NIEHS 

P.O.  Box  12233 

Research  Triangle  Park,  N.C.  27709 


U.  S.  GOVERNMENT  PRINTING  OFFICE  : 1982  369-655 
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proposals.  Those  printed  on  blue  paper  concern  invitations  for  grant  applications  in  well-defined 
scientific  areas  to  accomplish  specific  program  purposes, 
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NOTICE  TO  NRSA  TRAINING  PROGRAM  DIRECTORS 


The  Omnibus  Reconciliation  Act  (P.L.  97-35)  modified  the  provision  for  National  Health 
Service  Corps  (NHSC)  Scholarship  recipients  explicitly  to  indicate  that  they  could 
receive  payback  credit  through  either  the  institutional  or  individual  component  of  the 
National  Research  Service  Award  (NRSA)  program.  Prior  to  the  signing  of  the  act  on 
August  13,  1981,  only  NHSC  recipients  who  received  individual  NRSA  awards  were 
permitted  to  receive  credit  towards  the  NHSC  service  obligation  for  any  payback 
obligation  performed  as  a requirement  of  the  NRSA  program.  This  option  is  being 
extended  to  NHSC  recipients  who  wish  to  participate  as  trainees  under  the  NRSA 
Institutional  Grant  Program. 

You  may  be  contacted  by  one  or  more  of  these  individuals  seeking  an  appointment  as  a 
postdoctoral  trainee  on  your  training  program.  Qualified  candidates  from  the  NHSC 
should  be  considered  along  with  other  applicants  when  appointments  are  made.  Selection 
of  NHSC  applicants  would  help  further  the  intent  of  Congress  as  expressed  in  the  NRSA 
legislation  that  special  consideration  be  given  to  physicians  who  will  spend  two  years  in 
research. 


NOTICE 

ERRATA 


An  Announcement  in  the  March  26,  1982  Guide  for  Grants  and  Contracts  (Vol.  11,  No.  4) 
entitled  "Special  Emphasis  Research  Career  Award:  Diabetes  Mellitus-Obstetrical, 
Perinatal,  and  Pediatric  Aspects,  National  Institute  of  Child  Health  and  Human 
Development"  has  a line  missing  from  the  text  at  the  top  of  page  7.  The  correct  wording 
should  be  as  follows: 

"oriented  around  the  initiation  of  a specific  research  program  of  the 
applicant’s  own" 
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NOTICE 

CHANGES  IN  EXPENDITURES  REPORTING  FORMS  FOR  NIH 

AND  ADAM  HA  GRANTEES 


In  April  1979,  a notice  in  the  "NIH  Guide  for  Grants  and  Contracts  (Vol.  8,  No.  5)" 
apprised  grantees  of  the  schedule  to  be  followed  by  NIH  and  ADAMHA  for  conversion 
from  categorical  expenditures  reporting  to  non-categorical  reporting.  This  change  was 
the  result  of  DHHS*  implementation  of  OMB  Circular  A-110.  Specifically,  the 
announcement  said  that  a non-categorical  Financial  Status  Report  "will  be  used  to  report 
on  all  budget  periods  whose  start  dates  were  October  1,  1978,  and  thereafter."  However, 
as  an  interim  measure,  the  NIH  was  later  authorized  to  continue  using  form  HEW-489, 
which  was  familiar  to  NIH  staff  and  its  grantees,  but  with  revised  instructions  indicating 
that  the  reporting  of  detailed  categorical  expenditures  was  no  longer  mandatory. 
ADAMHA  also  followed  this  interim  approach. 

Recently  the  Office  of  Management  and  Budget  advised  the  NIH  to  adopt  form  SF-269, 
"Financial  Status  Report"  (see  reduced  format  attached)  for  use  by  all  grantees  in 
reporting  the  status  of  funds  for  aU  nonconstruction  grants.  This  action  is  in  keeping 
with  the  intent  of  OMB  Circulars  A- 102  and  A-110  to  standardize  certain  Federal 
reporting  requirements.  Therefore,  it  is  now  necessary  for  NIH  and  ADAMHA  grantees 
to  start  using  the  SF-269  Federal-wide  reporting  form  as  promptly  as  possible.  Since  it 
will  take  a little  time  before  the  forms  are  stocked  in  bulk  and  the  offices  responsible  for 
distribution  can  begin  sending  out  copies  routinely,  those  grantees  who  must  submit 
reports  may  continue  to  use  the  HEW-489  forms  which  they  have  on  hand  during  the 
transition  period. 
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INSTRUCTIONS 


Please  type  or  print  legibly.  Items  1,  2;  3.  6.  ",  !f,  ’tVj.  lOe,  10i.  iOl,  lie,  end  12  are  s«  if-explanatory, 
specific  instructions  for  other  items  are  as  follows 


Item  Entry 


4 Enter  the  employer  identification  number  assignee  by 
the  U.S.  Internal  Revenue  Service  or  FICE  (institution) 
code,  if  required  by  the  Federal  sponsoring  agency 

5 This  space  is  reserved  for  an  account  number  or  other 
identifying  numbers  that  may  be  assigned  by  the 
recipient. 

8 Enter  the  month,  day,  and  year  of  the  beginning  and 
ending  of  this  project  period.  For  formula  grants  that 
are  not  awarded  on  a project  basis,  show  the  grant 
period. 

10  The  purpose  of  vertical  columns  (a)  through  (f)  i*  to 
provide  financial  data  for  each  program,  function,  and 
activity  m the  budget  as  approved  by  the  Feders1  spon- 
soring agency.  If  additional  columns  are  needed,  usa  c» 
many  additional  forms  as  needed  and  indicate  page 
number  in  space  provided  in  upper  right;  however,  the 
totals  of  all  programs,  functions  or  activities  should  he 
shown  m column  (g)  of  the  first  page  For  agreements 
pertaining  to  several  Catalog  of  Federal  Cronies  ic 
Assistance  programs  that  do  not  require  a 'urther 
functional  or  activity  classification  breakdown  trial 
under  columns  (a)  through  (0  the  title  of  the  prng.au 
For  grants  or  other  assistance  agreements  contsming 
multiple  programs  where  one  or  more  programs  t»f|h:ri 
a further  breakdown  by  function  or  activity,  urn  r 
separate  form  for  each  program  showing  the  applicable 
functions  or  activities  in  the  separate  column.  Fsr 
grants  or  other  assistance  agreements  containing  wv 
eral  functions  or  activities  which  are  fundee  'ro.n 
several  programs,  prepare  a separate  form  for  raef. 
activity  or  function  when  requested  by  the  -eierel 
sponsoring  agency. 

10a  Enter  the  net  outlay.  This  amount  should  be  the  ,*t>- 
as  the  amount  reported  in  Line  lOe  of  the  last  report. 
If  there  has  been  an  adjustment  to  the  amount  shown 
previously,  please  attach  explanation.  Show  zero  if  'h's 
is  the  initial  report. 

10b  Enter  the  total  gross  program  outlays  (less  ebatis 
refunds,  and  other  discounts)  for  this  report  peri..'., 
including  disbursements  of  cash  realized  as  prog-3  r 
income.  For  reports  that  are  prepared  on  a •: isfi 
basis,  outlays  are  the  sum  of  actual  cash  disoume- 
ments  tor  goods  and  services,  the  amount  of  ir.d.rect 
expense  charged,  the  value  of  m-kind  contributions 
applied,  and  the  amount  of  cash  advances  and 
payments  made  to  contractors  c*-d  subgranteaj.  F-m 
reports  prepared  on  an  accrued  expenditure  basis,  out 
lays  are  the  sum  of  actual  cash  disbursements,  tne 
amount  of  indirect  expense  incurred,  the  value  ui  ‘n- 
kind  contributions  applied,  and  the  net  increase  'or 
decrease)  in  the  amounts  owed  by  the  recipient  for 
goods  and  other  property  received  and  for  cervices 
performed  by  employees,  contractors,  subgrantees,  and 
other  payees. 


Item  Entry 


30c  Enter  the  eriliiirt  y*  oil  preft.-em  Imome  realized  In 
this  period  tn.it  i>  "rquireo  by  the  terms  and  con- 
ditions of  the  Federal  award  ij  oe  de-  ucted  from  total 
project  costs.  For  -t ports  prepared  m a cash  basis, 
enter  the  amount  of  cash  income  rec  lived  during  the 
reporting  period.  For  report!  .-spare1  on  an  accrual 
basis,  enter  the  amount  of  irpzma  earned  since  the 
beginning  of  the  reporting  perL-d.  Wh  tn  the  terms  or 
conditions  allow  program  incor-ie  to  lie  added  to  the 
total  award,  explain  in  -emati  r,  tha  source,  amount 
and  disposition  of  the  Income. 

(Of  Enter  amount  pertaining  to  tl'.r  non- Federal  share  of 
program  outlays  included  n .imouit  on  tins  e. 

10h  Enter  total  .moult  o*  unnquido  ed  obligations  for  this 
protect  cr  progi a.r  inclosing  unliquidated  obligations 
to  uubgrertess  and  contractor-.  Unliquidated  obliga- 
tions are; 

Cash  cut  it — ab'lgationa  ncuirtc  but  not  paid; 

Accrue)  expendllure  basis— ih'liystici  s incurred  but 
for  wr.i:h  sn  nutluy  has  not  r»tn  ret  irded. 

Oo  net  umiuau  jny  amounts  ther  hsv  i been  included 
t n lines  a through  g On  tnu  h<  el  repo  t,  line  h should 
have  a *ero  balance. 


iOi  Enter  ti  e Feds  s.  \tn re  of  j-llqulcited  obligations 
shown  on  line  i.  fhe  a iour,»  >(nwn  or  this  line  should 
be  the  diffnrmc*  between  the  ameuntr.  ; n lines  h and  i. 

,3k  Enter  ths  sum  of  ihe  amount  i . io*n  n lines  g and  j. 
If  tha  repo.'  vi  finel  the  re;-o-*  -iioulo  ot  contain  any 
urNryjIdeted  obligations. 

tOn  Enter  the  unobligated  pals  'ue  of  Fet1  ral  funds.  This 
amount  sro-i'd  he  the,  difference-  betwn  in  lines  k and  I. 


lib  Enter  rate  in  effect  during  the  reportini  period. 

tic  Enter  amount  of  tne  base  to  which  tne  r ite  was  applied. 

ltd  Enter  total  so- aunt  o>  indheet  ■ -,*t  chi  ged  during  the 
report  poneo 

its  Enter  emaunt  or  the  Fedeiei  t-.tre  chi  ged  during  the 
report  period. 

if  more  then  joe  late  wes  atoi  ed  du  ing  the  project 
perux),  inciuos  a separate  schedule  showing  bases 
against  which  the  ."direct  cost  lates  vitre  applied,  the 
respective  indirect  rates  the  month.  diy,  and  year  the 
indirect  rates  were  in  effect,  .’.mount!  of  indirect  ex- 
pense charged  t.j  tne  p.oiec'.  i"d  the  Federal  share  of 
indirect  expense  charged  to  the  -.rojec  to  date. 
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ELIGIBILITY  OF 

FOR-PROFIT  ORGANIZATIONS  TO 
APPLY  FOR  NIH  GRANTS 

AND  COOPERATIVE  AGREEMENTS  NOTICE 


Effective  January  4,  1982,  for-profit  organizations  became  eligible  to  apply  for 
assistance  awards  (research  grants  and  cooperative  agreements)  under  most  sections  of 
the  Public  Health  Service  Act. 

The  application,  scientific  merit  review,  and  award  processes  are  the  same  as  those 
applicable  to  nonprofit  organizations.  All  information  contained  in  applications  will  be 
kept  confidential  and  will  be  made  available  only  to  NIH  staff  and  to  the  reviewers  who 
provide  an  evaluation  of  the  proposed  project.  Applications  for  research  projects  are  to 
be  submitted  on  application  form  PHS-398  which  may  be  obtained  from: 

Office  of  Grants  Inquiries 
Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building,  Room  449 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 

Annual  application  receipt  dates  are  on  or  before:  July  1,  November  1,  and  March  1. 
Applications  are  sent  to  the  Division  of  Research  Grants,  National  Institutes  of  Health, 
Bethesda,  Maryland  20205. 

For-profit  organizations  will  be  subject  to  the  same  administrative  requirements 
applicable  to  nonprofit  organizations  with  a few  exceptions: 

1.  Cost  principles  for  Contracts  with  Commercial  Organizations  set  forth  in  41 
CFR  Subpart  1-15.2  will  be  used. 

2.  Title  to  equipment  and  supplies  acquired  under  the  financial  assistance  award 
shall  vest  upon  acquisition  in  the  Federal  government.  Subsequent  disposition 
will  be  determined  by  the  PHS  awarding  office. 

3.  Cost  sharing  requirements  will  be  met  through  separate  agreements  negotiated 
for  each  project. 

4.  Development,  reporting,  and  disposition  of  patents  and  inventions,  will  be 
governed  by  the  terms  of  the  Patent  and  Trademark  Law  Amendments  (P.L. 
96-517),  which  was  effective  July  1,  1981. 

5.  Program  income,  as  defined  in  45  CFR  74.42,  earned  during  the  period  of  PHS 
grant  support,  no  matter  what  the  purpose,  may  not  be  used  for  costs  which 
are  in  addition  to  the  allowable  costs  of  the  project. 

Research  scientists  from  for-profit  organizations  are  encouraged  to  request  a copy  of 
NIH  Extramural  Programs,  a compendium  of  the  scientific  programs  of  the  NIH's 
Bureaus,  Institutes,  and  Divisions.  Address  such  requests  to  the  Office  of  Grants 
Inquiries,  Division  of  Research  Grants,  (address  above). 


NOTICE 
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REQUEST  FOR  NOMINATIONS  OF  INDIVIDUALS  FROM  FOR-PROFIT 

ORGANIZATIONS  TO  SERVE  AS  MEMBERS  OF 
NIH  SCIENTIFIC  REVIEW  GROUPS 


The  National  Institutes  of  Health  (NIH)  invites  nominations  of  individuals  representing 
for-profit  organizations  for  membership  on  its  scientific  peer  review  groups.  These 
groups  provide  the  technical  and  scientific  merit  review  of  grant  and  cooperative 
agreement  applications  and  contract  proposals.  Scientists  serving  on  these  groups  advise 
the  NIH  on  the  selection  of  the  most  meritorious  projects  to  implement  biomedical 
research  programs  of  the  highest  quality.  Although  a number  of  scientists  from 
commercial  organizations  now  serve  on  these  advisory  bodies,  because  of  the  recently 
declared  eligibility  of  for-profit  organizations  to  apply  for  research  grants,  NIH  has  a 
special  interest  in  adding  greater  representation  from  this  scientific  sector  than  now 
exists. 

All  nominations  will  be  carefully  considered;  NIH  reserves  the  right  to  make  final 
selections. 


Responsibilities 

Each  review  group  is  composed  of  primarily  non-Federal  scientists  selected  for  their 
competence  in  the  particular  scientific  area  for  which  that  group  has  review 
responsibilities.  Review  groups  usually  meet  three  times  yearly;  each  meeting  generally 
requires  several  days  of  intensive  review  of  research  proposals.  Specific  applications  are 
assigned  in  advance  of  the  meeting  to  each  member  who  prepares  written  detailed 
critiques  prior  to  the  meeting  and  leads  discussion  at  the  meeting.  Members  generally 
serve  terms  not  to  exceed  four  years. 


Criteria  for  Membership 

The  primary  requirement  for  serving  on  a scientific  review  group  is  competence  as  an 
independent  investigator  in  a basic  scientific  or  clinical  discipline  or  research  specialty. 
Assessment  of  such  competence  is  based  on  the  quality  of  research  accomplished, 
publications  in  refereed  scientific  journals,  and  other  significant  scientific  activities, 
achievements,  and  honors.  Usually  a doctoral  degree  or  its  equivalent  is  required. 
Service  also  requires  mature  judgment,  balanced  perspective,  objectivity,  ability  to  work 
effectively  in  a group  context,  commitment  to  complete  work  assignments,  and 
assurance  that  the  confidentiality  of  applications  will  be  protected. 


How  to  Respond  to  Request 

Any  person  may  nominate  one  or  more  highly  qualified  candidates  for  consideration. 
Self -no  mi  nations  are  acceptable.  Nominations  should  be  made  prompt  ly  for  immediate 
consideration,  and  at  any  time  thereafter  for  future  attention.  Each  nomination  should 
be  clearly  identified  as  representing  the  for-profit  sector. 
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For  each  nomination: 

1.  Provide  full  name  of  nominee,  title,  complete  mailing  address  (including 
organizational  affiliation),  and  telephone  number. 

2.  In  not  more  than  two  or  three  lines,  provide  in  key  words  information 
concerning  the  nominee's  scientific  areas  of  experience,  interest,  and  expertise. 

3.  Name,  address,  telephone  number,  and  signature  of  nominator. 

The  nominator  may  be  contacted  for  more  detailed  information.  Nominees  should  be 
informed  prior  to  being  nominated.  They  will  be  sent  a packet  requesting  relevant 
information  upon  receipt  of  nomination. 

Send  information  to: 


NIH  Consultant  File  Project 
Suite  212 

6400  Goldsboro  Road 
Bethesda,  Maryland  20817 
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REQUEST  FOR  RESEARCH  GRANT  APPLICATIONS:  RFA 

NIH-NIAID  82-7 

ASTHMA  AND  ALLERGIC  DISEASE  CENTERS 

NATIONAL  INSTITUTE  OF  ALLERGY  AND  INFECTIOUS  DISEASES 

Application  Receipt  Date:  October  15,  1982 


I.  BACKGROUND 

The  National  Institute  of  Allergy  and  Infectious  Diseases  (NIAID)  invites 
applications  for  grants  to  be  initiated  during  FY  1983  for  participation  in  the 
ongoing  Asthma  and  Allergic  Disease  Centers  (AADC)  program. 

The  Allergy  and  Clinical  Immunology  Branch  of  the  Immunology,  Allergic,  and 
Immunologic  Diseases  program  of  NIAID  sponsors  fundamental  and  clinical  research 
grants  and  contracts  and  the  procurement  and  application  of  research  resource  and 
reference  reagents  concerned  with  asthma,  allergic  and  immunologic  diseases  and 
with  relevant  mechanisms  of  hypersensitivity  and  inflammation.  This  request  for 
applications  is  intended  to  encourage  the  development  of  proposals  from  clinical 
investigative  groups  meeting  the  criteria  and  requirements  for  an  AADC  and  to 
coordinate  the  submission  of  new  and  renewal  applications  providing  equitable 
opportunity  for  both  to  compete  for  funds  currently  available  for  this 
programmatic  activity. 

Since  its  inception  in  1971,  the  AADC  program  has  progressively  expanded  with  the 
gradual  addition  of  new  Centers  on  an  open  application  basis.  In  accordance  with 
established  policy  announced  in  the  NIH  Guide  for  Grants  and  Contracts,  Vol.  7,  No. 
8,  p.l,  June  9,  1978,  proposals  for  AADCs  are  received  only  periodically  and  at 
designated  times.  Applications  for  both  renewal  of  existing  AADCs  and  creation  of 
new  Center  programs  will  be  expected  to  compete  for  funds  available  through  the 
periodically  announced  awards. 

The  AADC  program  currently  consists  of  17  centers.  During  FY  1983,  five  Centers 
are  scheduled  to  terminate  and  may  compete  for  renewal. 

NIAID's  fundamental  objective  in  continuing  the  AADC  program  remains 
unchanged:  acceleration  of  the  application  of  emerging  knowledge  on  the  immune 
system  and  from  relevant  biomedical  sciences  to  clinical  investigations  concerned 
with  asthma,  allergic  diseases,  and  hypersensitivity  disorders.  Especially  sought  as 
the  requisite  factors  within  a participating  institution  are  quality  research  in  (a) 
basic  sciences(s),  (b)  clinical  investigation  supported  by  adequate  clinical  facilities, 
staff  expertise  in  diagnosis  and  management  of  asthmatic  and  allergic  patients,  and 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.855, 
Immunology,  Allergic  and  Immunologic  Diseases  Research.  Awards  will  be  made  under 
the  authority  of  the  Public  Health  Service  Act,  Title  III,  Section  301  (Public  Law  78-410, 
as  amended;  42  USC  241)  and  administered  under  PHS  grant  policies  and  Federal 
Regulations  42  CFR  74).  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health 
Systems  Agency  review. 


NIH  GUIDE  FOR  GRANTS  AND  CONTRACTS 
Vol.  11,  No.  5,  April  23,  1982 


7 


(c)  access  to  (an)  appropriate  patient  population(s)  within  a suitable 
academic /investigative  setting  designed  to  favor  multidisciplinary  interaction. 

II.  RESEARCH  GOALS  AND  SCOPE 

A.  There  should  be  indication  by  the  sponsoring  university  or  medical  institution 
of  willingness  and  preparedness  to  commit  resources  to  ensure  development, 
operation,  support,  and  function  of  the  proposed  Center  in  devoting  its  efforts 
to  an  identified  study  on  asthma  and/or  allergic  disease  as  a fundamental 
prerequisite. 

B.  The  applicant's  achievements  in  basic  science  research  should  have  reached 
that  stage  of  development  where  experimental  leads  are  sufficiently 
encouraging  to  warrant  transition  from  promising  laboratory  findings  to 
corresponding  investigations  at  the  clinical  level  with  the  ultimate  goal  of 
developing  new  and  improved  methods  for  diagnosis,  prevention,  and 
treatment  of  asthma  and/or  the  other  allergic  diseases. 

C.  A prospective  Center  should  be  in  a position  to  present  evidence  of 
experience  orientation,  laboratory  and  clinical  facilities,  scientific  and 
professional  staff,  support  personnel  and  the  expertise  to  design  proposals, 
execute  protocols  representing  a multifaceted  long-term  approach,  and  bring 
diverse  institutional  strengths  to  bear  upon  the  study  of  major  problems  in 
asthma,  other  allergic  diseases  and/or  pathophysiologic  mechanisms 
underlying  these  disorders. 

D.  Suitable  subjects  for  study  within  the  provision  of  this  program  may  include 
those  relevant  to: 

1.  Asthma  and  its  multifactoral  aspects; 

2.  Atopic  diseases  (e.g,,  allergic  rhinitis,  urticaria,  atopic  dermatitis); 

3.  Identification,  isolation,  and  characterization  of  etiologic  agents  of 
allergy  (e.g.,  drugs,  chemicals,  foods,  airborne  allergens); 

4.  Pathologic  expressions,  pathophysiologic  mechanisms,  and  genetic 
factors  of  allergic  disease  and  allergic  inflammation; 

5.  Immune  mechanisms  and  agents  of  immediate  hypersensitivity  and  of 
related  hypersensitivity  manifestations  of  antigen-antibody  reactions  of 
cell  mediated  immunity  (e.g.,  hypersensitivity  pneumonitis,  allergic 
dermatitis,  vasculitis,  allergic  gastroenteritis,  drug  reactions)  and  the 
development  of  corresponding  improved  diagnostic  materials  and 
methods; 

6.  Immunopharmacology,  immunotherapy,  and  the  development  of  specific 
pharmacologic  agents  designed  for  prevention  and  treatment  of  asthma 
and  the  other  allergic  diseases. 

E.  Study  of  animal  models  will  be  considered  acceptable  as  a partial  segment  or 
adjunct  to  a Center's  program  only  if  this  line  of  research  is  applicable  to  the 
character  of  the  primary  investigation  of  asthma  or  the  human  allergic 
disease  central  to  the  proposal. 
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F.  Designation  of  a Center  Director  should  be  based  upon  accomplishment  and 
experience  as  a senior  scientist  and  ability  to  assume  both  leadership  of  the 
investigative  group  and  responsibility  for  scientific,  professional,  and 
administrative  functions. 

G.  More  than  one  delineated  avenue  of  research  may  be  pursued  within  a Center 
with  provision  for  unified  operation  and  coordination  of  component  projects 
and  collaborative  investigators. 

H.  A Center  should  not  rely  upon  its  ability  to  conduct  research  activity  solely 
within  the  confines  of  a single  discipline,  but  rather  should  have  established 
the  associations  to  involve  participation  by  workers  in  the  pertinent 
biomedical  fields  and  medical  specialties  allied  to  asthma,  allergy,  and 
clinical  immunology  (e.g.,  dermatology,  rheumatology,  infectious  diseases, 
pulmonary  medicine,  hematology,  otorhinolaryngology,  when  a high  degree  of 
relevance  to  immunology  exists). 

I.  The  Center  Director  will  be  expected  to  communicate  freely  with  the  NIAID 
and  other  designated  Centers  for  effective  exchange  of  new  information,  to 
interact  with  scientists  working  in  other  Centers  on  related  investigative 
problems,  and  to  present  progress  reports  and  share  experimental  data  with 
other  Centers  through  exchanges  and  attendance  at  NIAID  sponsored 
meetings  of  study  groups  and  AADC  workshops. 

III.  MECHANISM  OF  SUPPORT 

In  Fiscal  Year  1983,  the  NIAID  plans  to  fund  at  least  five  new  or  competing 
renewal  Asthma  and  Allergic  Disease  Center  applications.  Each  grant  will  have  a 
duration  of  not  more  than  five  years.  Funding  beyond  the  first  year  of  the  grant 
will  be  contingent  upon  satisfactory  progress  during  the  preceding  year  and 
availability  of  funds. 

The  receipt  date  for  applications  will  be  October  15,  1982.  They  will  undergo 
initial  review  in  February-March  1983,  and  subsequent  review  by  the  National 
Advisory  Allergy  and  Infectious  Diseases  Council  in  May  1983.  September  1,  1983 
will  be  the  earliest  starting  date  for  successful  applicants. 

Grant  funds  may  be  utilized  to  support  the  research  activities  of  scientific  and 
professional  personnel,  administration,  consultation  services,  central  support 
services,  equipment,  supplies,  travel,  and  publication  costs.  Support  for  research- 
related  costs  of  patient  involvement  and  medical  care  may  be  authorized.  Since 
the  program  cannot  provide  funds  for  new  construction,  adequate  physical  facilities 
must  be  available  for  the  primary  needs  of  the  Center.  However,  moderate 
alterations  or  renovations  to  enhance  clinical  facilities  may  be  allowed  if  they  are 
necessary  to  meet  objectives  of  the  Center's  program. 

Only  those  institutions  that  can  demonstrate  expertise  in  both  basic  and  clinical 
areas  and  can  direct  their  resources  toward  a multifaceted  attack  on  asthma  or  the 
other  allergic  diseases  can  be  supported  under  the  provisions  of  the  AADC  program. 
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IV.  REVIEW  PROCEDURES  AND  CRITERIA 

A.  For  preliminary  screening  by  NIAID  staff,  a "letter  of  intent"  should  first  be 
prepared  by  the  prospective  Center  Director.  Letters  of  intent  should  cover 
the  following  points: 

1.  A brief  description  of  the  intended  project. 

2.  A description  of  available  laboratory  facilities. 

3.  A brief  description  of  ongoing  basic  immunologic  and  clinical  research 
relating  to  asthma,  allergy,  or  hypersensitivity  with  special  reference  to 
any  studies  of  the  immediate  type. 

4.  A brief  description  of,  or  reference  to,  published  research  work  by  the 
investigators  on  asthma,  allergy,  or  hypersensitivity  especially  pointing 
out  those  that  may  relate  to  the  immediate  type  and  identification  of 
existing  projects  and  sources  of  support. 

5.  A description  of  all  clinic  facilities  available  for  use  by  the  proposed 
Center. 

6.  Specific  information  on  the  institution's  present  patient  load  and 
projections  for  patient  involvement  in  clinical  investigation. 

7.  The  academic  positions  and  major  research  interests  of  the  Center 
Director  and  his  professional  staff  who  will  be  involved  in  the  work  of 
the  Asthma  and  Allergic  Disease  Center. 

8.  Collaborative  possibilities  with  other  area  laboratories  and  investigators 
and  delineation  of  the  roles  and  manner  of  anticipated  participation  and 
interaction  of  the  principal  investigators,  consultants,  and 
collaborators. 

B.  Letters  of  intent  are  due  no  later  than  July  15,  1982,  and  upon  receipt  will  be 
screened  by  NIAID  staff  to  determine  the  eligibility  and  suitability  of  the 
projected  proposals  for  the  AADC  program.  Inquiries  and  letters  should  be 
sent  to: 

Dr.  Robert  A.  Goldstein 

Chief,  Allergy  and  Clinical  Immunology  Branch 
Immunology,  Allergic  and  Immunologic 
Diseases  Program 
National  Institute  of  Allergy  and 
Infectious  Diseases 
National  Institutes  of  Health 
Westwood  Building  Room  755 
Bethesda,  Maryland  20205 


Telephone:  (301)496-7104 
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V.  CONSEQUENCES  OF  LACK  OF  RESPONSIVENESS  TO  THE  RFA  OR  LATE 
SUBMISSION 

Based  upon  the  letter  of  intent,  potential  applicants  will  be  promptly  advised 
whether  or  not  their  proposal  is  found  to  be  within  the  research  goals  and  scope  of 
the  program  as  defined  in  this  RFA.  Applicants  will  then  have  an  opportunity  to 
correct  deficiencies  or  weaknesses  and  to  restructure  their  submissions 
accordingly.  Formal  applications  that  are  not  responsive  to  the  RFA  or  are  not 
received  by  October  15,  1982,  will  not  be  accepted  for  review  and  will  be  returned 
to  the  applicant. 

VI.  METHOD  OF  APPLYING 

Before  preparing  an  application,  the  prospective  applicant  should  request  a copy  of 
the  NIAID  Information  Brochure  on  Program  Projects  from: 

Dr.  Nirmal  Das 
Executive  Secretary 

Allergy,  Immunology  and  Transplantation 
Research  Committee 
National  Institute  of  Allergy  and 
Infectious  Diseases 
National  Institutes  of  Health 
Westwood  Building  Room  706 
Bethesda,  Maryland  20205 

Telephone:  (301)  496-7966 

Use  the  standard  research  grant  application  form  PHS  398  (Rev.  5/80).  In  addition 
to  following  accompanying  format  instructions  for  the  development  of  a Center 
application,  include  expanded  material  listed  above  under  the  eight  points  for  the 
"letter  of  intent."  For  purposes  of  identification  and  processing,  the  words 
"ASTHMA  AND  ALLERGIC  DISEASE  CENTER"  should  be  typed  in  item  2 on  the 
face  page  of  the  application  and  a brief  covering  letter  should  be  attached 
indicating  submission  is  in  response  to  this  NIAID  announcement. 

Application  kits  may  be  obtained  from  the  institution's  application  control  office. 
If  not  available  there,  they  may  be  obtained  from: 

Office  of  Grant  Inquiries 
Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  Room  448 
Bethesda,  Maryland  20205 

Forward  the  complete  application  to: 

Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  Room  240 
Bethesda,  Maryland  20205 
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Please  forward  a copy  (not  the  original)  of  the  cover  letter  and  the  application  face 
page  to  Dr.  Robert  A.  Goldstein  in  order  to  alert  NIAID  to  the  submission  of  the 
proposal,  and  to: 


Chief,  Program  and  Project  Review  Branch 
National  Institute  of  Allergy  and 
Infectious  Diseases 
National  Institutes  of  Health 
Westwood  Building  Room  703 
Bethesda,  Maryland  20203 
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REQUEST  FOR  RESEARCH  GRANT  APPLICATIONS:  RFA 

NIH-NIAID  82-8 

CENTERS  FOR  INTERDISCIPLINARY  RESEARCH  ON 
IMMUNOLOGIC  DISEASES 

NATIONAL  INSTITUTE  OF  ALLERGY  AND  INFECTIOUS  DISEASES 

Application  Receipt  Date:  October  1,  1982 


BACKGROUND 

The  National  Institute  of  Allergy  and  Infectious  Diseases  (NIAID)  invites  applications  for 
grants  to  be  initiated  during  Fiscal  Year  1983  for  participation  in  the  ongoing  Program  of 
Centers  for  Interdisciplinary  Research  on  Immunologic  Diseases  (CIRID). 

The  Allergy  and  Clinical  Immunology  Branch  of  the  Immunology,  Allergic,  and 
Immunologic  Diseases  program  of  NIAID  sponsors  fundamental  and  clinical  research 
grants  and  contracts  and  the  procurement  and  application  of  research  resource  and 
reference  reagents  concerned  with  asthma,  allergic  and  immunologic  diseases  and  with 
relevant  mechanisms  of  hypersensitivity  and  inflammation.  This  request  for  applications 
is  intended  to  encourage  the  development  of  proposals  from  clinical  investigative  groups 
meeting  the  criteria  and  requirements  for  a CIRID  and  to  coordinate  the  submission  of  * 
new  and  renewable  applications  providing  equitable  opportunity  for  both  to  compete  for  | 
funds  currently  available  for  this  programmatic  activity.  Current  recipients  of  Asthma 
and  Allergic  Disease  Center  (AADC)  or  Program  Projects  in  Mechanisms  of  Immunologic 
Diseases  Awards  are  encouraged  to  apply  for  a CIRID  grant.  In  the  event  that  such  an 
application  is  successful,  it  is  NIAID's  intention  to  support  only  one  instrument. 

Since  its  inception  in  1978,  the  CIRID  program,  which  currently  consists  of  four  Centers, 
has  progressively  matured.  Applications  for  both  renewal  of  existing  CIRIDs  and 
creation  of  new  Center  programs  will  be  expected  to  compete  for  funds  available  through 
the  periodically  announced  awards.  During  FY  1983,  four  Centers  are  scheduled  to 
terminate  and  may  compete  for  renewal. 

NIAID's  fundamental  objective  in  continuing  the  CIRID  program  remains  unchanged: 
acceleration  of  the  application  of  emerging  knowledge  on  the  immune  system  and  from 
relevant  biomedical  sciences  to  clinical  investigations  concerned  with  asthma,  allergic 
diseases,  hypersensitivity  disorders,  and  immunologically  mediated  disorders.  Especially 
sought  as  the  requisite  factors  within  a participating  institution  are  quality  research  in 
(a)  basic  science(s),  (b)  clinical  investigation  supported  by  adequate  clinical  facilities, 
staff  expertise  in  diagnosis  and  management  of  patients  with  asthma,  allergies  and  other 
immunologic  diseases,  and  (c)  access  to  (an)  appropriate  patient  population(s)  within  a 
suitable  academic/investigative  setting  designed  to  favor  multidisciplinary  interaction. 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.855, 
Immunology,  Allergic  and  Immunologic  Diseases  Research.  Awards  will  be  made  under 
the  authority  of  the  Public  Health  Service  Act,  Title  III,  Section  301  (Public  Law  78-410, 
as  amended;  42  USC  241)  and  administered  under  PHS  grant  policies  and  Federal 
Regulations  42  CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or 
Health  Systems  Agency  review. 
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RESEARCH  GOALS  AND  SCOPE 

1.  There  should  be  indication  by  the  sponsoring  university  or  medical  institution 
of  willingness  and  preparedness  to  commit  resources  to  ensure  development, 
operation,  support,  and  function  of  the  proposed  Center. 

2.  The  applicant  institution's  achievements  in  basic  science  research  should  have 
reached  that  stage  of  development  where  experimental  leads  are  sufficiently 
encouraging  to  warrant  transition  from  promising  laboratory  findings  to 
corresponding  investigations  at  the  clinical  level  with  the  ultimate  goal  of 
developing  new  and  improved  methods  for  diagnosis,  prevention,  and 
treatment  of  allergic  and  immunologic  disorders. 

3.  Centers  should  be  based  at  universities  or  at  university-affiliated  medical 
facilities.  Eligible  institutions  which  already  have  N1AID  supported  AADC's 
or  Program  Projects  are  eligible  to  apply  for  conversion  of  ongoing  programs 
to  a CIRID. 

4.  Programs  should  be  signed  to  favor  integration  and  coordination  of  intra- 
institutional  research  projects  concerned  with  immunologic  disease  and  those 
in  basic  biomedical  sciences,  e.g.,  immunobiology,  immunochemistry, 
microbiology,  virology,  genetics,  biochemistry,  pharmacology,  general 
physiology,  and  pathology.  Programs  should  also  draw  upon  clinical 
specialities,  e.g.,  allergy,  dermatology,  pulmonary  medicine,  hematology, 
nephrology,  rheumatology,  infectious  diseases,  and  otorhinolaryngology. 

5.  Grants  in  support  of  the  interdisciplinary  research  program  can  be  given  for 
periods  of  up  to  five  years;  evaluation  of  the  Centers  to  ascertain 
productivity  and  accomplishments  may  be  undertaken  after  completion  of  the 
third  year  to  aid  the  NIAID  in  determining  possible  future  directions  for  the 
prog  ram. 

6.  Study  of  a spectrum  of  allergic  diseases,  including  asthma,  should  be 
recognized  as  one  necessary  component  of  a Center's  program  in  immunologic 
diseases.  Applicant  institutions  that  do  not  now  have  ongoing  programs  in 
asthma  and  allergic  disease  will  be  expected  to  describe  definitive  plans  for 
developing  capabilities  in  these  areas  during  the  period  of  the  grant. 
Applications  from  institutions  whose  programs  are  primarily  oriented  to 
asthma  and  allergic  diseases  should  similarly  describe  institutional  plans  for 
interdisciplinary  expansion  to  include  pertinent  basic  science  components  and 
investigations  in  other  immunologic  disease  areas. 

7.  Suitable  subjects  for  study  within  the  provision  of  this  program  may  include 
those  relevant  to: 

a.  Immunologic  disorders; 

b.  Asthma  and  its  multifactoral  aspect  and  atopic  diseases  (e.g.,  allergic 
rhinitis,  urticaria); 

c.  Identification,  isolation,  and  characterization  of  etiologic  agents  of 
allergy  (e.g.,  drugs,  chemicals,  foods,  airborne  allergens); 

d.  Pathologic  expressions,  pathophysiologic  mechanisms,  and  genetic 
factors  of  allergic  disease  and  allergic  inflammation. 
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8.  In  addition  to  developing  broad  interdisciplinary  research  programs  in 
immunology,  the  Centers  will  be  expected  to  carry  out  other  educational  or 
community  activities.  Within  the  research  framework  the  applicant  should 
include  as  many  of  the  following  special  projects  as  the  applicant  can  develop 
and  support: 

a.  Recruitment  and  training  of  clinical  investigators  in  allergy  and  clinical 
immunology. 

b.  Development  of  demonstration  programs  designed  to  yield  new 
information  on  the  feasibility  of  diagnostic  methods  and  treatment. 

c.  Assessment  of  the  regional  socioeconomic  impact  of  immunologic  and 
allergic  diseases  through  interaction  with  practicing  physicians  and 
epidemiologists  in  the  area. 

d.  Evaluation  of  new  treatment  modalities  and  development  of  methods 
studying  efficacy. 

e.  Clinical  translation  and  application  of  promising  investigative  findings. 

f.  Involvement  in  the  continuing  medical  education  of  practicing 
physicians,  and  in  lay  community  outreach  in  the  region  served. 

9.  Designation  of  a Center  Director  should  be  based  upon  accomplishment  and 
expeience  as  a senior  scientist  and  ability  to  assume  both  leadership  of  the 
investigative  group  and  responsibility  for  scientific,  professional,  and 
administrative  functions. 

10.  More  than  one  delineated  avenue  of  research  may  be  pursued  within  a Center 
with  provisions  for  unified  operation  and  coordination  of  component  projects 
and  collaborative  investigators. 

11.  A Center  should  not  rely  upon  its  ability  to  conduct  research  activity  solely 
within  the  confines  of  a single  discipline,  but  rather  should  have  established 
the  associations  to  involve  participation  by  workers  in  the  pertinent 
biomedical  fields  and  medical  specialties  allied  to  asthma,  allergy,  and 
clinical  immunology  (e./g.,  immunobiology,  biochemistry,  microbiology, 
bio  statistics,  bioinstrumentation  and  computer  science,  and  the  clinical 
subspecialities,  e.g.,  dermatology,  rheumatology,  infectious  diseases, 
pulmonary  medicine,  hematology,  otorhinolaryngology,  when  a high  degree  of 
relevance  to  immunology  exists). 

12.  The  Center  Director  will  be  expected  to  communicate  freely  with  the  NIAID 
and  other  designated  Centers  for  effective  exchange  of  new  information,  to 
interact  with  scientist  working  in  other  Centers  on  related  investigative 
problems,  and  to  present  progress  reports  and  share  experimental  data  with 
other  Centers  through  exchanges  and  attendance  at  NIAID  sponsored 
meetings  of  study  groups  and  AADC-CIRID  workshops. 

13.  Because  NIAID  intends  this  program  to  be  as  broadly  based  as  possible, 
attention  will  be  given  to  geographical  dispersion. 
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MECHANISMS  OF  SUPPORT 

In  Fiscal  Year  1983,  the  NIAID  plans  to  fund  at  least  four  new  or  competing  renewal 
CIRID  applications.  Each  Center  grant  will  have  a duration  of  not  more  than  five 
years.  Funding  beyond  the  first  year  of  the  grant  will  be  contingent  upon  satisfactory 
progress  during  the  preceding  year  and  availability  of  funds. 

The  receipt  date  for  applications  will  be  October  15,  1982.  They  will  undergo  initial 
review  in  February-March  1983,  and  subsequent  review  by  the  National  Advisory  Allergy 
and  Infectious  Diseases  Council  in  May  1983.  September  1,  1983  will  be  the  earliest 
starting  date  for  successful  applicants. 

Grant  funds  may  be  utilized  to  support  the  research  activities  of  scientific  and 
professional  personnel,  administration,  consultation  services,  central  support  services, 
equipment,  supplies,  travel,  and  publiction  costs.  Support  for  re  search -re  la  ted  costs  of 
patient  involvement  and  medical  care  may  be  authorized.  Since  the  program  cannot 
provide  funds  for  new  construction,  adequate  physical  facilities  must  be  available  for  the 
primary  needs  of  the  Center.  However,  moderate  modifications  or  renovations  to 
enhance  clinical  facilities  may  be  allowed  if  they  are  necessary  to  meet  objectives  of  the 
Center's  program.  Only  those  institutions  that  can  demonstrate  expertise  in  both  basic 
and  clinical  areas  and  can  direct  their  resources  toward  a multifaceted  attack  on  human 
immunologic  diseases  can  be  supported  under  the  provisions  of  the  CIRID  program. 

REVIEW  PROCEDURES  AND  CRITERIA 

For  preliminary  screening  by  NIAID  staff,  a "letter  of  intent"  should  first  be  prepared  by 
the  prospective  Center  Director. 

Letters  of  intent  should  cover  the  following  points: 

1.  A brief  description  of  the  intended  project. 

2.  A brief  description  of  available  laboratory  facilities. 

3.  A brief  description  of  ongoing  basic  research  and  clinical  investigations, 
including  reference  to  published  work  authored  by  staff  that  are  relevant  to 
asthma,  allergy  and  immunologic  diseases. 

4.  A brief  description  of,  or  reference  to,  published  research  work  by  the 
investigators  on  asthma,  allergy,  or  hypersensitivities  and  identification  of 
existing  project  and  sources  of  support. 

5.  A description  of  all  clinical  facilities  available  and  plans  for  their  utilization. 

6.  Specific  information  on  the  institution's  present  patient  load  and  projections 
for  patient  involvement  in  clinical  investigations. 

7.  The  academic  positions  and  major  research  interest  of  the  Center  Director 
and  staff  who  will  be  involved  in  the  work  of  the  Center. 

8.  Plans  for  collaboration  with  other  laboratories  and  investigators  and 
delineation  of  the  roles  and  manner  of  anticipated  participation  of  the 
principal  investigators,  consultants,  and  collaborators  and  collaborators. 
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Letters  of  intent  are  due  no  later  than  3uly  15,  1982,  and  upon  receipt  will  be  screened 
by  NIAID  staff  to  determine  the  eligibility  and  suitability  of  the  projected  proposals  for 
the  CIRID  program. 

Inquiries  should  be  sent  to: 

Dr.  Robert  A.  Goldstein 

Chief,  Allergy  and  Clinical  Immunology  Branch 
Immunology,  Allergic  and  Immunologic 
Diseases  Program 
National  Institute  of  Allergy  and 
Infectious  Diseases 
National  Institutes  of  Health 
Westwood  Building  Room  755 
Bethesda,  Maryland  20205 

Telephone:  (301)  496-71 04 

CONSEQUENCES  OF  LACK  OF  RESPONSIVENESS  TO  THE  RFA  OR  LATE  SUBMISSION 

Based  upon  the  letter  of  intent,  potential  applicants  will  be  promptly  advised  whether  or 
not  their  proposal  is  found  to  be  within  the  research  goals  and  scope  of  the  program  as 
defined  in  this  RFA.  Applicants  will  then  have  an  opportunity  to  correct  deficiencies  or 
weaknesses  and  to  restructure  their  submissions  accordingly.  Formal  applications  that 
are  not  responsive  to  the  RFA  or  are  not  received  by  October  15,  1982,  will  not  be 
accepted  for  review  and  will  be  returned  to  the  applicant. 

METHOD  OF  APPLYING 

Before  preparing  an  application,  the  prospective  applicant  should  request  a copy  of  the 
NIAID  Information  Brochure  on  Program  Projects  from: 

Dr.  Nirmal  Das 
Executive  Secretary 

Allergy,  Immunology  and  Transplantation 
Research  Committee 
National  Institute  of  Allergy  and 
Infectious  Diseases 
National  Institutes  of  Health 
Westwood  Building,  Room  706 
Bethesda,  Maryland  20205 

Telephone:  (301)  496-7966 

In  order  to  assure  adequate  review  it  is  important  to  follow  instructions  in  the 
Information  Brochure,  which  contains  details  on  the  format  and  requirements  for 
multidisciplinary  grant  applications. 

Use  the  standard  research  grant  application  form  PHS  398  (Rev.  5/80).  In  addition  to 
following  accompanying  format  instructions  for  the  development  of  a Center  application, 
include  expanded  material  listed  above  under  the  eight  points  for  the  "letter  of  intent." 
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For  purposes  of  identification  and  processing,  the  words  "CENTERS  FOR 
INTERDISCIPLINARY  RESEARCH  ON  IMMUNOLOGIC  DISEASES"  should  be  typed  in 
item  2 on  the  face  page  of  the  application  and  a brief  covering  letter  should  be  attached 
indicating  submission  is  in  response  to  this  NIAID  announcement. 

Application  kits  may  be  obtained  from  the  institution's  application  control  office.  If  not 
available  there,  they  may  be  obtained  from: 

Office  of  Grants  Inquiries 
Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  Room  448 
Bethesda,  Maryland  20205 

Forward  the  complete  application  to: 

Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  Room  240 
Bethesda,  Maryland  20205 

Please  forward  a copy  (not  the  original)  of  the  cover  letter  and  the  application  face  page 
to:  (1)  Dr.  Robert  A.  Goldstein  in  order  to  alert  NIAID  to  the  submission  of  the  proposal, 
and  to: 


Chief,  Program  and  Project  Review  Branch 
National  Institute  of  Allergy  and  Infectious 
Diseases 

National  Institutes  of  Health 
Westwood  Building  Room  703 
Bethesda,  Maryland  20205 
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REQUEST  FOR  RESEARCH  GRANT  APPLICATIONS:  RFA 
NIH-NHLBI-82G-3 

DEMONSTRATION  AND  EDUCATION  RESEARCH  IN  HEART,  BLOOD  VESSEL, 

LUNG,  AND  BLOOD  DISEASES  AND  BLOOD  RESOURCES 

NATIONAL  HEART,  LUNG,  AND  BLOOD  INSTITUTE 

Application  Receipt  Date:  October  15,  1982 


I.  PURPOSE 

The  objective  of  this  Request  for  Applications  (RFA)  is  to  invite  grant  applications 
for  demonstration  or  education  research  in  heart,  blood  vessel,  lung,  and  blood 
diseases  and  blood  resources.  These  research  projects  must  be  directed  toward 
some  significant  aspect  of  heart,  blood  vessel,  lung,  or  blood  diseases  and  blood 
resources.  The  population  in  which  the  research  would  be  conducted  should  be  well 
defined  and  include  health-care  professionals,  defined  groups  within  a community, 
or  the  general  population.  Staffing  for  the  research  should  include  relevant 
expertise  of  professionals  in  disciplines  as  needed,  including  medical  disciplines, 
health  education,  epidemiology,  biostatistics,  and  behavioral  and  social  science.  To 
be  responsive  to  this  announcement,  the  applicant  institution  must  have  basic  and 
clinical  research  activities  related  to  the  general  areas  of  the  proposed 
demonstration  or  education  research. 

II.  ELIGIBILITY 

To  be  eligible  for  competition  under  this  RFA,  applicants  who  propose 

demonstration  or  education  research  projects  must  also  concisely 

o describe  the  institution's  ongoing  basic  and  clinical  research  related  to  the 

general  area  of  the  proposed  demonstration  or  education  project; 

o explain  the  actual  or  potential  value  these  ongoing  basic  and  clinical  research 
programs  have  or  would  have  for  the  proposed  demonstration  or  education 

research;  and 

o present  evidence  that  cooperation  with  all  relevant  groups  has  been  obtained. 

III.  BACKGROUND 

This  Request  for  Applications  (RFA)  represents  another  step  toward  fulfilling  the 
congressional  intent  of  Public  Law  92-423  that  the  National  Heart,  Lung,  and  Blood 
Institute  (NHLBI)  establish  centers  ".  . . for  basic  or  clinical  research  into, 
trainining  in,  and  demonstration  of,  advanced  diagnostic,  prevention,  and  treatment 
methods  for  heart,  blood  vessel,  lung,  or  blood  diseases."  The  goal  of  this 
authorization  was  to  stimulate  rapid  application  of  the  results  of  basic  laboratory 
and  clinical  research  to  patient  care  and  to  the  promotion  of  health.  As  a first  step 
toward  meeting  that  goal,  the  National  Heart,  Lung,  and  Blood  Institute  (NHLBI),  in 
1975,  established  three  National  Research  and  Demonstration  Centers:  one  in 
heart  and  blood  vessel  diseases,  one  in  lung  diseases,  and  one  in  blood  diseases  and 
blood  resources. 
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The  National  Heart,  Lung,  and  Blood  Advisory  Council  has  periodically  reviewed 
the  original  concept  for  National  Research  and  Demonstration  Centers.  The 
Council  has  expressed  concern  about  the  inadequate  amount  of  demonstration  and 
education  research  in  the  United  States  generally  and  about  the  need  to  enhance 
the  magnitude  of  this  research  effort  if  the  number  of  National  Research  and 
Demonstration  Centers  were  to  be  increased.  In  September  1980,  the  Council 
recommended  that  the  procedure  for  designating  and  supporting  future  National 
Research  and  Demonstration  Centers  be  changed.  This  recommendation  was 
subsequently  accepted  by  the  NHLBI.  The  Council  suggested  that  a two-phase 
process  be  instituted  in  the  creation  or  designation  of  new  Centers  and  that  an  RFA 
for  demonstration  and  education  research  be  the  first  phase  of  the  process.  The 
RFA  for  the  first  phase  was  released  in  March  1981.  Although  the  NHLBI  awarded 
seven  grants  as  a result  of  the  first  competition,  these  awards  represented  only  a 
limited  number  of  the  program  areas  of  the  NHLBI.  Consequently,  the  National 
Heart,  Lung,  and  Blood  Advisory  Council  recommended  postponing  the  competition 
for  National  Research  and  Demonstration  Centers  so  that  additional  institutions 
could  become  involved  in  demonstration  and  education  research.  This  current  RFA 
thus  represents  an  attempt  to  stimulate  further  interest  in  demonstration  and 
education  research. 

IV.  DEFINITIONS  AND  PROJECT  CONTENT 

The  application  for  a demonstration  and  education  research  grant  may  include  a 
demonstration  research  project,  an  education  research  project,  or  some 
combination  of  both  or  either.  An  institution  may  submit  more  than  one 
application.  Generally,  a project  should  be  designed  so  that  it  can  be  implemented 
and  evaluated  within  a maximum  of  five  years. 

The  following  sections  define  demonstration  research  and  education  research  within 
the  context  of  this  announcement. 

A.  Demonstration  Research 


As  defined  for  the  purpose  of  this  RFA,  demonstration  research  is  a project 
designed  to  test  the  applicability  of  new  approaches  to  the  prevention, 
diagnosis,  or  control  of  diseases  that  have  been  shown  to  be  effective  in 
controlled  laboratory  or  clinical  investigation.  These  new  approaches  would 
be  tested  in  an  appropriate  setting,  such  as  defined  groups  within 
communities,  physicians'  offices  or  other  health-care  settings  or  work  sites. 

The  development  of  health-significant  demonstration  research  relevant  to  the 
goals  of  the  NHLBI  should  include  the  following  considerations: 

o significance  of  the  problem  and  anticipation  of  the  expected  gains 
in  terms  of  health  promotion,  disease  prevention,  potential  for 
reduction  of  morbidity  or  mortality,  improvement  and  extension 
of  health-care  services  in  the  community,  effective  use  of  health 
personnel,  and  enhancement  of  cost  effectiveness; 

o utilization  of  special  features  of  the  specific  setting,  such  as 
prevalence  of  a particular  disease,  unique  research  resources, 
specific  population  groups  suitable  for  the  project,  special  health- 


delivery  facilities,  and  local  health  organizations,  but  these 
special  features  should  not  be  so  specific  as  to  preclude 
appropriate  generalization  of  the  findings; 

o evidence  that  the  investigators  have  the  experience,  competence, 
and  commitment  necessary  for  the  successful  implementation  of 
the  project,  that  appropriate  disciplines  would  be  represented  in 
the  proposed  project,  that  the  applicant  institution  has  the 
resources  necessary  and  is  committed  to  the  proposed  study,  and 
that  participating  local  groups  have  indicated  their  commitment 
to  the  study  as  proposed; 

o descriptions  of  the  theoretical  and  factual  bases  for  the  proposed 
study,  research  questions  or  hypotheses  to  be  tested,  the  research 
design  to  be  used,  procedures  for  sample  selection,  variables  to  be 
observed,  methods  and  materials  to  be  used,  instruments  and 
procedures  to  be  used  for  measurements,  approaches  to  data 
management  and  analysis,  methods  for  statistical  analysis,  plans 
for  dissemination  of  results,  and  the  potential  for  the 
effectiveness  of  the  demonstration  in  other  settings;  and 

o plans  for  evaluation  that  include  specific  procedures,  instruments, 
and  methods  to  be  used  in  determining  whether  the  objectives 
have  been  met. 

B.  Education  Research 


As  defined  for  the  purpose  of  this  RFA,  an  education  research  project  is  one 
designed  to  investigate  education  methods  for  the  maintenance  of  health, 
prevention  of  disease,  or  the  delivery  and  utilization  of  health-care  services. 
The  development  of  health-significant  education  research  relevant  to  the 
goals  of  the  NHLBI  should  include  the  following  considerations: 

o clear  identification  of  the  need  for  a change  in  health  behavior, 
including  a description  of  the  existing  health  behavior  addressed, 
the  anticipated  course  if  no  program  is  instituted,  and  the 
significance  of  attempting  to  alter  behavior; 

o definition  of  the  objectives  in  terms  of  the  behavioral  change 
desired,  the  intervention  strategies  to  be  used,  and  the  criteria  by 
which  change  is  to  be  measured; 

o careful  definition  of  the  study  population,  including  plans  for 
recruitment  of  participants  and  maintenance  of  the  stun 
population,  any  anticipated  changes  in  the  composition  o. 
study  population,  and  plans  for  measuring  the  impact  of  these 
changes  on  a project; 

o descriptions  of  the  theoretical  and  factual  bases  for  the  proposed 
study,  the  research  questions  or  hypotheses  to  be  tested,  the 
research  design  to  be  used,  procedures  for  sample  selection, 
variables  to  be  observed,  methods  and  materials  to  be  used, 
instrument  and  procedures  to  be  used  for  measurement, 
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approaches  to  data  management  and  analysis,  and  methods  for 
statistical  analysis;  and 

o plans  for  evaluation  that  include  specific  procedures,  instruments, 
and  methods  to  be  used  in  determining  whether  the  objectives 
have  been  met. 

Continuing  medical  education  with  only  the  goal  of  information  dissemination 

does  not  fit  these  criteria. 

V.  RESEARCH  SCOPE 

The  following  list  includes  major  diseases  and  areas  of  interest  to  the  Divisions  of 
the  NHLBI.  The  proposed  demonstration  and  education  research  projects  must  be 
related  to  the  programs  of  the  NHLBI,  as  exemplified  in  this  list,  and  should 
capitalize  on  the  strengths  of  the  applicant  institution.  The  list  is  neither  all- 
inclusive  nor  exclusive,  nor  is  it  in  an  order  of  priority  of  interest. 

Heart  and  Blood  Vessel  Diseases: 

Risk  factor  or  factors  for  coronary  heart  disease  in  children  and  (or) 
adults,  including  high  blood  pressure,  elevated  serum  cholesterol, 
smoking,  lack  of  exercise,  overweight,  and  diabetes;  nutrition  as  it 
affects  the  cardiovascular  system;  rehabilitation  after  a myocardial 
infarct;  prosthetic  devices  related  to  heart  and  vascular  diseases; 
atherosclerosis;  hypertension;  coronary  heart  disease;  arrhythmias; 
heart  failure  and  shock;  cerebrovascular  disease,  excluding  the 
neurological  components  of  completed  stroke;  peripheral  vascular 
disease;  congenital  and  rheumatic  heart  disease;  cardiomyopathy;  and 
infections  of  the  heart. 

Lung  Diseases: 

Obstructive  diseases  of  the  airways;  pediatric  pulmonary  diseases; 
fibrotic  and  immunologic  interstitial  lung  diseases;  respiratory  failure; 
pulmonary  vascular  diseases;  risk  factors  for  lung  disease,  including 
smoking,  occupational  exposure,  and  environmental  exposure;  and 
maintenance  of  respiratory  health.  (Cancer  of  the  lung,  upper 
respiratory  infections,  and  tuberculosis  are  the  responsibility  of  other 
program  components  of  the  National  Institutes  of  Health  and  are  not 
included  in  this  program.) 

Blood  Diseases  and  Blood  Resources: 

Thromboembolic  disorder,  the  hemophilias;  and  other  conditions  related 
to  the  plasma  clotting  factors;  platelet  abnormalities;  microcirculatory 
thrombosis;  bone  marrow  physiology  and  dysfunction;  diseases  and 
disorders  of  the  red  blood  cell,  including  sickle  cell  disease,  the 
thalassemias,  and  similar  disorders;  optimal  utilization  of  the  national 
blood  resource;  blood  and  blood-component  therapy;  and  blood  banking 
functions.  (Malignancies  of  the  blood,  as  well  as  immunologic  and  other 
disorders  of  the  white  blood  cells,  are  the  responsibility  of  other 
components  of  the  National  Institutes  of  Health  and  are  not  included  in 
this  program.) 
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VI.  MECHANISM  OF  SUPPORT 

Grants  for  demonstration  and  education  research  sponsored  by  the  NHLBI*  will  be 
awarded  under  the  authority  of  the  Public  Health  Service  Act,  Title  III,  Section 
301,  and  Public  Law  95-622,  Section  415,  and  administered  under  PHS  grant  policies 
and  Federal  Regulations  42  CFR  Part  52  and  45  CFR  Part  74.  Support  may  also  be 
derived  in  part  from  other  sources— Federal,  local,  public,  and  private.  This 
program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems  Agency  review. 

The  total  amount  of  funds  that  will  be  set  aside  will  be  determined  at  the 
November  1982  meeting  of  the  National  Heart,  Lung,  and  Blood  Advisory  Council. 
It  is  anticipated  that  there  may  be  from  eight  to  twelve  projects  awarded  at  a total 
cost  of  about  $2,000,000.  The  specific  amount  to  be  funded  will,  however,  depend 
on  the  merit  and  scope  of  the  applications  received  and  the  availability  of  funds. 

While  each  applicant  institution  is  expected  to  develop  its  own  program  in 
accordance  with  local  expertise,  interests,  and  resources,  each  must  be  willing  to 
work  with  the  other  grantees  in  furthering  the  goals  of  the  NHLBI. 

VII.  REVIEW  PROCEDURES  AND  CRITERIA 

Upon  receipt,  applications  will  be  reviewed  for  their  responsiveness  to  the  specific 
objectives  described  in  this  announcement.  An  application  judged  to  be 
unresponsive  will  be  returned  to  the  applicant.  If  a proposal  submitted  in  response 
to  this  RFA  is  identical  to  a grant  application  already  submitted  to.  the  NIH  for 
review,  the  applicant  will  be  asked  to  withdraw  the  pending  application  before  the 
new  one  is  accepted.  Simultaneous  submission  of  identical  applications  will  not  be 
allowed. 

The  Division  of  Extramural  Affairs,  NHLBI,  will  manage  the  scientific  and 
technical  merit  review  of  applications.  The  initial  peer  review  will  be  conducted 
by  consultants  who  have  expertise  in  each  area  of  the  proposed  program.  The 
subsequent  review  will  be  by  the  National  Heart,  Lung,  and  Blood  Advisory  Council. 

The  peer  review  of  demonstration  and  education  research  projects  will  include 
assessment  of  the  following: 

o scientific  merit  of  the  research  project,  the  importance  of  the 
underlying  disease  or  health-related  issue,  and  the  relevance  to  the 
objectives  of  the  RFA; 

o soundness  of  the  project  design  and  of  the  procedures  that  would  be 
used; 


*The  demonstration  and  education  programs  that  the  NHLBI  intends  to  support  are 
related  to  the  provisions  of  the  National  Heart,  Blood  Vessel,  Lung,  and  Blood  Act  of 
1972  (Public  Law  92-423),  as  extended  by  the  Health  Research  and  Health  Service 
Amendments  of  1976  (Public  Law  94-278),  the  Biomedical  Research  Extension  Act  of 
1977  (Public  Law  95-83),  and  subsequent  reauthorizations  through  1980,  and  are  described 
in  the  1981  Catalog  of  Federal  Domestic  Assistance,  program  numbers  13.837,  13.838, 
and  13.839. 
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o experience,  commitment,  and  leadership  ability  of  the  principal 

investigator  and  the  qualifications  and  experience  of  the  other 
responsible  investigators  to  do  the  proposed  research; 

o reasons  for  selection  of  the  study  population  or  populations,  and,  for  the 
education  project,  the  significance  of  attempting  to  alter  existing 
health-related  behavior; 

o availability  of  necessary  resources  and  the  commitment  of  local 

population  groups  to  cooperate  and  participate; 

o plans  for  evaluation  of  the  progress  and  of  the  effect  of  a project; 

o plans  for  the  collection,  storage,  retrieval,  and  analysis  of  data  related 
to  a project; 

o strength  of  the  management  plan  for  assuring  the  smooth  functioning  of 
a project,  including 

an  administrative  and  organizational  structure  that  would 
facilitate  attainment  of  the  proposed  objectives  of  a project,  the 
availability  of  appropriate  consultants,  and 

a plan  for  the  maintenance  of  quality  control  in  all  aspects  of  a 
proposed  project; 

o availability  of  necessary  physical,  professional,  and  community 

resources  to  support  a project  and  to  successfully  develop  and  maintain 
working  relationships  with  the  relevant  segments  of  the  community;  and 

o a willingness  to  exchange  experience  and  information  with  other 

investigators  involved  in  demonstration  and  education  research  projects, 
if  appropriate,  and  with  the  NHLBI. 

VIII.  METHOD  OF  APPLYING 
NOTE: 

Applicants  are  urged  to  consult  with  appropriate  members  of  the  staff  of  the 

NHLBI  before  and  during  the  preparation  of  their  applications  regarding 

questions  of  policies,  procedures,  and  guidelines. 

Letter  of  Intent 


Applicants  should  submit  a letter  of  intent  to  the  NHLBI  not  later  than 
August  2,  1982.  The  NHLBI  requests  such  letters  so  that  the  staff  can  plan 
for  the  review.  A letter  of  intent  is  not  binding  and  will  not  be  considered  in 
the  review  of  any  application  submitted  subsequently. 


The  letter  should  be  addressed  to: 

Jerome  G.  Green,  M.D. 

Director,  Division  of  Extramural  Affairs 
National  Heart,  Lung,  and  Blood  Institute 
National  Institutes  of  Health 
Westwood  Building,  Room  7A17 
Bethesda,  Maryland  20205 


Format  for  Applications 

The  format  for  applications  is  that  of  the  form  PHS  398.  Please  refer  to  the 
Instruction  Sheet  for  PHS  398  (Revised  5/80)  for  specific  directions.  In 
addition  to  the  sections  specified  in  the  form  PHS  398,  applicants  must 
include  the  following  information,  as  appropriate: 

o Title  page 

Complete  this  page  in  the  same  manner  as  for  a research  grant 
application.  Type  in  item  2:  "NHLBI  Demonstration  and 
Education  Research  - RFA  NIH-NHLBI-82G-J." 

o Ongoing  research  and  relation  to  proposed  project 

Describe  concisely  the  institution's  ongoing  basic  and  clinical 
research  related  to  the  general  area  of  the  proposed 
demonstration  or  education  project. 

Explain  briefly  the  actual  or  potential  value  these  ongoing  basic 
and  clinical  research  programs  have  or  would  have  for  the 
proposed  demonstration  or  education  research. 

o Description  of  the  study  population 

Describe  and  define  the  study  population  or  populations  for  the 
demonstration  and  education  research  in  sufficient  detail  to 
provide  a clear  understnding  of  the  scope  of  a project  and  its 
potential  for  general  application. 

Describe  the  status  of  health  services,  health  education  activities, 
and  disease  areas  in  the  study  population  if  relevant  to  the 
proposed  project. 

o Patient  and  subject  availability 

Provide  evidence  for  the  availability  and  commitment  of  patients 
and  subjects.  This  is  particularly  important  for  demonstration, 
prevention,  and  control  efforts  that  may  require  cooperation  with 
community  physicians  and  collaboration  with  existent  community 
health  programs. 

o Organization  and  administration 


Describe  any  relation  of  the  proposed  research  to  other  relevant 
programs  within  the  sponsoring  institution. 
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o Capability  of  staff 

Describe  how  the  staff  would  fulfill  the  needs  for  the  different 
kinds  of  expertise  and  capability  required  to  accomplish  the 
proposed  study. 

o Facilities 

Describe  facilities  available  for  the  proposed  research,  including, 
if  appropriate,  facilities  of  other  collaborating  institutions. 
Describe  new  facilities  necessary  for  the  proposed  research  and 
state  how  they  would  be  obtained.  (NHLBI  funds  to  support 
construction  are  not  available  at  the  present  time.) 

Describe  the  geographic  distribution  of  space  and  personnel  and 
the  plans  for  coordination  of  efforts  in  central  and  outlying 
facilities.  Geographic  proximity  is  desirable,  but  not  mandatory, 
for  demonstration  and  education  research  projects. 

Application  Procedure 

The  completed  application  and  six  (6)  signed,  exact  photocopies  of  it  should 
be  sent  or  delivered  to: 

Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  Room  240 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 

In  addition,  please  send  eighteen  (18)  copies  to: 

Review  Branch 

Division  of  Extramural  Affairs 
National  Heart,  Lung,  and  Blood  Institute 
Westwood  Building  Room  5A-10 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 

Applications  must  be  received  by  October  15,  1982. 

Label  the  outside  of  the  mailing  package  and  item  2 of  the  face  page  of  the 
application  "NHLBI  Demonstration  and  Education  Research  - RFA  NIH- 
NHLBI-82G-J." 

Indicate  in  a brief  covering  letter  that  the  application  is  being  submitted  in 
response  to  this  RFA:  "Demonstration  and  Education  Research  in  Heart, 
Blood  Vessel,  Lung,  and  Blood  Diseases  and  Blood  Resources."  Send  a copy  of 
the  letter  to  Dr.  Jerome  G.  Green  at  the  address  given  under  the  section 
entitled  "Letter  of  Intent." 


Timetable 


Letter  of  intent 
Receipt  of  applications 
Advisory  Council  review 
Earliest  possible  start 
date 


August  2,  1982 
October  15,  1982 
May  19-21,  1983 

July  1,  1983 


Inquiries 

Inquiries  about  demonstration  and  education  research  in  heart  and  blood 
vessel  diseases  may  be  addressed  to: 

Dr.  Barbara  Packard 
Direc  tor 

Division  of  Heart  and  Vascular  Diseases 
National  Heart,  Lung,  and  Blood  Institute 
National  Institutes  of  Health 
Federal  Building  Room  416 
Bethesda,  Maryland  20205 

Telephone:  (301)  496-2553 

Inquiries  about  demonstration  and  education  research  in  lung  diseases  may  be 
addressed  to: 

Dr.  Suzanne  Hurd 

Acting  Director 

Division  of  Lung  Diseases 

National  Heart,  Lung,  and  Blood  Institute 

National  Institutes  of  Health 

Westwood  Building  Room  6A 15 

Bethesda,  Maryland  20205 

Telephone:  (301)  496-7208 

Inquiries  about  demonstration  and  education  research  in  blood  diseases  and 
blood  resources  may  be  addressed  to: 

Dr.  Amoz  I.  Chernoff 
Director 

Division  of  Blood  Diseases  and  Resources 
National  Heart,  Lung,  and  Blood  Institute 
National  Institutes  of  Health 
Federal  Building  Room  516 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-4868 
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ANNOUNCEMENT 

THE  AVAILABILITY  OF  OPPORTUNITIES  FOR  AMERCIAN  SCIENTISTS 
TO  PERFORM  COLLABORATIVE  RESEARCH  OUTSIDE  THE  UNITED  STATES 
FOGARTY  INTERNATIONAL  CENTER 


The  John  E.  Fogarty  International  Center  for  Advanced  Study  in  the  Health  Sciences 
(FIC)  of  the  National  Institutes  of  Health  announces  the  availability  of  postdoctoral 
fellowships  to  U.S.  health  scientists  who  wish  to  conduct  collaborative  research  abroad. 
The  purpose  of  these  fellowships  is  to  enhance  the  exchange  of  research  experience  and 
information  in  the  various  biomedical  and  behavioral  sciences.  The  types  of  activity  that 
are  supported  by  these  programs  include  collaboration  in  basic  or  clinical  research,  and 
the  familiarization  with  or  utilization  of  special  techniques  and  equipment  not  otherwise 
available  to  the  applicant.  Applications  having  any  of  the  following  as  the  major  feature 
cannot  be  accepted:  brief  observational  visits,  attendance  at  scientific  meetings, 
attendance  in  formal  training  courses,  or  independent  research  projects  within  the  host 
country. 

PROGRAMS 

Five  programs  are  available  to  U.S.  citizens  or  permanent  residents: 

SENIOR  INTERNATIONAL  FELLOWSHIP  (SIF) 

(Supported  and  administered  by  the  FIC) 

SWEDISH  MEDICAL  RESEARCH  COUNCIL  FELLOWSHIPS  (SMRC) 

(Supported  by  the  Government  of  Sweden) 

SWISS  NATIONAL  SCIENCE  FOUNDATION  POSTDOCTORAL  FELLOWSHIPS 
(SNSF) 

(Supported  by  the  Government  of  Switzerland) 

FRENCH  NATIONAL  INSTITUTE  OF  HEALTH  AND  MEDICAL  RESEARCH 
(INSERM) 

POSTDOCTORAL  FELLOWSHIPS 
(Supported  by  the  Government  of  France) 

NIH-FRENCH  NATIONAL  CENTER  FOR  SCIENTIFIC  RESEARCH 
PROGRAM 

FOR  SCIENTIFIC  COLLABORATION  (CNRS) 

(Under  an  agreement  between  the  NIH  and  the  CNRS,  the  two  organizations 
share  in  the  support  of  U.S.  and  French  scientists  to  work  at  laboratories  in 
France  and  the  U.S.,  respectively.) 

ELIGIBILITY  REQUIREMENTS 

Applicants  must  meet  the  following  requirements: 

U.S.  citizen  or  permanent  U.S.  resident; 

doctoral  degree  in  clinical,  behavioral  or  biomedical  science; 


28 


ten  years  or  less  or  postdoctoral  experience; 

(SIF  applicants  should  have  five  years  or  more  postdoctoral  experience,  not  so 
specified  for  the  CNRS) 

professional  experience  in  the  health  sciences  for  at  least  two  of  the  last  four 
years  (not  so  specified  for  the  CNRS); 

affiliated  with  a U.S.  public  or  private  nonprofit  research,  clinical  or 
educational  institution  (only  required  for  SIF). 

APPLICATION  AND  SELECTION 

Applications  for  these  programs  are  reviewed  once  a year.  The  receipt  date  for 
applications  to  the  FIC  Senior  International  Fellowship  Program  is  June  1,  1982.  The 
receipt  date  for  all  other  applications  is  October  1,  1982.  All  applications  are  reviewed 
for  scientific  merit  by  the  National  Institutes  of  Health.  The  organization  which 
provides  financial  support  of  the  program  selects  candidates  for  participation.  While  the 
maximum  period  of  support  for  all  programs  is  one  year,  the  minimum  period  of  support 
varies  with  each  program. 

Information  and  applications  are  available  from: 

International  Research  and  Awards  Branch 
Fogarty  International  Center 
National  Institutes  of  Health 
Bethesda,  Maryland  20205 

Prospective  applicants  for  the  Senior  International  Fellowship  Program,  the  FIC 
sponsored  program,  may  obtain  information  brochures  from  the  above  address.  Only  the 
office  of  the  dean  or  equivalent  institutional  official  may  request  SIF  fellowship 
applications  which  will  be  available  until  May  15,  1982. 

All  correspondence  should  refer  to  specific  programs  and  must  be  clearly  marked  using 
one  of  the  following: 

Senior  Fellowships 
Swedish  Fellowships 
Swiss  Fellowships 
INSERM 
CNRS 

For  an  expeditious  reply,  please  send  a self-addressed  label  with  your  request. 
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NONHUMAN  PRIMATES  AVAILABLE 


The  National  Institutes  of  Health  has  established  supply  sources  of  nonhuman  primates 
for  the  National  Institutes  of  Health  (NIH)  and  Alcohol,  Drug  Abuse  and  Mental  Health 
Administration  (ADAMHA)  supported  projects.  Production  colonies  of  rhesus  (Macaca 
muiatta)  and  cynomolgus  (Macaca  fascicularis)  monkeys  have  been  established.  Priority 
is  given  to  investigators  with  NIH  or  ADAMHA  supported  projects.  Other  investigators 
in  nonprofit  institutions  are  invited  to  submit  requests  for  primates  for  use  in  biomedical 
and  behavioral  projects.  All  requests  should  be  in  letter  form  and  indicate  the  source  of 
support;  and  if  NIH  or  ADAMHA,  include  the  title,  number  and  principal  investigator  of 
the  grant  or  contract.  The  request  should  also  include  the  specifications  for  the  animals 
required,  including  number,  age,  sex  or  other  special  characteristics.  The  entire  request 
need  not  exceed  one  typewritten  page.  All  inquiries  should  be  addressed  to: 

Dr.  Carl  E.  Miller 
Building  31,  Room  5B59 
National  Institutes  of  Health 
Bethesda,  Maryland  20205 

Telephone:  (301)  496-5175 

The  price  indicated  for  each  animal  includes  shipping  costs  within  the  continental  United 
States.  The  funds  will  be  paid  directly  to  the  contractor  supplying  the  animals  to 
partially  offset  the  cost  of  the  NIH-supported  breeding  program.  Other  inquiries  are 
invited. 

Animals  currently  available  are  as  follows: 

Normal  rhesus  monkeys  (Macaca  muiatta) 


100  females  - colony  born  - 1981 

150  males  - colony  born  - 1981 

30  males  - colony  born  - 1980 

2 females  - colony  born  - 1979 

1 female  - colony  born  - 1978 

Pregnant  females  - wild-caught  colony  production’  • 
stock  as  available  during 
reproductive  season, 
gestation  estimated  + 15  days  - $1,200  each 

Specific  mating  dates  - 1,500  each 


Price 

$750" 

750 

850 

950 

950 


Retired  breeders  - as  available 


850 
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Normal  colony  produced  cynomolgus  monkeys  (Macaca  fascicularis) 

10  females  - colony  bom  - 1981  $350 

33  males  - colony  born  - 1981  350 

11  males  -colony  born  - 1980  400 

27  males  -colony  born  - 1979  400 

3 males  - colony  born  - 1978  400 

2 males  - colony  born  - 1977  400 

14  females  - reproductive  culls  300 

2 males  - reproductive  culls  300 

Prices  include  delivery  in  the  continental  United  States. 

The  above  prices  are  for  nonprofit  institutions. 
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NOTICE 

AVAILABILITY  OF  AGED  MONKEYS  (MACAQUE  SPECIES) 

NATIONAL  INSTITUTE  ON  AGING 


The  National  Institute  on  Aging  (NIA),  National  Institutes  of  Health  (NIH),  through  an 
Intra-Agency  Agreement  with  the  NIH  Division  of  Research  Resources  (DRR),  has 
established  set-aside  colonies  of  aging  monkeys.  At  any  of  four  DRR-supported  Regional 
Primate  Research  Centers  (PRC),  collaborating  investigators,  visiting  scientists,  and 
graduate  and  postgraduate  students  supported  by  NIA  grants  and  awards  can  use  the 
nonhuman  primates  for  gerontological  and  geriatric  research  programs. 

OBJECTIVES 


Objectives  of  the  program  are: 

1.  To  provide  a research  and  research  training  resource  for  biological, 
behavioral,  social,  and  clinical  studies  on  the  processes,  conditions,  and 
characteristics  relevant  to  the  aging  process,  and  the  diseases  and  other 
special  problems  of  aged  humans; 

2.  To  determine  which  gerontological  and  geriatric  research  problems  are  best 
pursued  with  nonhuman  primates; 

3.  To  supply  biological  specimens  to  investigators  performing  research  on  the 
aging  process. 

AVAILABLE  RESOURCES 

ANIMALS 


The  following  animals  are  available  for  use  primarily  in  experiments  which  will  not  cause 
any  long-term  or  irreversible  damage  to  the  animals.  However,  at  centers  where  aged 
animals  can  be  replaced  from  the  breeding  colony  or  other  sources,  some  animals  may  be 
used  for  high-priority  terminal  experiments. 


Primate  Center 

Species 

# of  Animals 

Range  of  Birth  Years 

California 

M.mulatta 

55 

1964-67 

Oregon 

M.mulatta 

49 

1961-67 

Washington 

M.nemestrina 

27 

1957-67 

Wisconsin 

M.mulatta 

56 

1956-67 
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Complete  experimental  and  clinical  histories  of  these  animals  are  on  record  at  the 
respective  PRCs.  An  independent  panel  of  primatologists  and  comparative  pathologists 
has  selected  the  monkeys  for  inclusion  in  the  set-aside  colonies  from  a pool  of  360 
monkeys,  15  years  old  or  older,  on  the  basis  of  their  experimental  and  clinical  histories. 
Animals  which  had  experienced  such  severe  interventions  as  whole  body  Cobalt-60 
exposure,  amygdalectomy,  or  isolation  rearing  were  judged  unsuitable  for  the  set-aside 
colonies.  In  contrast,  animals  that  had  been  breeders,  or  had  been  exposed  to  short- 
acting drugs,  or  to  interventions  with  expected  local  or  mild  effects,  were  judged 
suitable. 

At  present,  the  major  research  emphases  of  the  four  centers  are  as  follows: 

o The  main  research  orientation  of  the  Oregon  Regional  Primate  Research 
Center,  Beaverton,  Oregon  is  in  reproductive  biology.  Other  research 
emphases  include  cardiovascular  and  metabolic  research,  immunology, 
cutaneous  biology,  biochemistry,  nutrition,  and  behavior. 

o The  Regional  Primate  Research  Center  at  the  University  of  Washington, 

Seattle,  Washington  emphasizes  developmental  biology,  neurosciences  and 
behavior,  cardiovascular  function,  disease  models,  endocrinology  and 
metabolism,  and  immunogenetics. 

o Interactions  among  hormones,  social  environment  and  the  brain,  and  how 
these  factors  influence  reproductive  functions  in  nonhuman  primates  are  the 
principal  research  foci  at  the  Wisconsin  Regional  Primate  Research  Center, 
Madison,  Wisconsin. 

o The  California  Primate  Research  Center  at  Davis,  California,  is  engaged  in 
studying  the  effects  of  environmental  factors  on  nonhuman  primates, 
perinatal  biology  and  reproduction,  respiratory  diseases,  infectious  diseases 
and  immunology,  and  behavioral  biology. 


SERVICES 


Certain  services  may  be  provided  to  NIA  grantees  by  the  four  PRCs.  Investigators 
interested  in  availing  themselves  of  these  services  should  contact  the  Director(s)  of  the 
appropriate  PRC(s),  and  negotiate  agreements  for  specific  services  or  collaborative 
research  arrangements  prior  to  submitting  a new,  renewal,  or  supplemental  research 
grant  application.  Appropriate  documentation  of  all  such  agreements  should  be  appended 
to  the  grant  application. 

Tissue  specimens,  organs,  blood,  skeletal  structures,  viral  specimens  and  other  biological 
samples  from  these  animals  may  be  provided  to  NIA  grantees  when  available.  Such 
specimens  are  collected  by  non-invasive,  or  minimally  damaging  techniques. 

In  most  cases,  the  aged  animals  should  be  maintained  on  location  at  the  respective  PRC 
for  the  duration  of  the  grant.  Under  rare  circumstances,  at  the  discretion  of  the  Head, 
Aging  Primate  Research  Resource  Program,  NIA,  and  Director  of  the  relevant  PRC, 
however,  arrangements  may  be  possible  for  purchase  and  transfer  of  a small  number  of 
animals  by  the  grantee  institution.  Negotiation  for  purchase  of  aging  animals  should  be 
made  with  the  Director  of  the  PRC  and  coordinated  through  the  Head,  Aging  Primate 
Research  Resource  Program,  NIA. 
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The  following  guidelines  should  be  used  in  applying  for  use  of  the  aging  monkey 
resources.  The  grant  application,  whether  new,  renewal,  or  supplemental,  should  be 
coordinated  with  the  appropriate  PRC  Director  to  insure  that: 

o the  experimental  protocol  is  appropriate  to  that  facility; 

o the  necessary  animals,  equipment,  services,  and  space  are  available; 

o supplies/equipment  essential  for  the  studies  can  be  designated; 

o facilities  are  available  for  the  proposed  studies;  and 

o the  timing  of  the  studies  is  not  disruptive  to  the  ongoing  PRC  activities. 

Grant  applicants  should  request  use  of  the  aged  primate  resources  via  the  standard 
research  grant  form  (PHS  Form  398)  submitted  to  the  Division  of  Research  Grants  for 
review  of  scientific  merit.  The  grant  application  should  include  verification  that  the 
above  criteria  have  been  met. 

Applicants  should  include  itemized  budgets  for  aji_  costs  related  to  maintenance  (per 
diem)  and  experimental  use  of  the  animals.  Such  itemized  costs  should  include  charges 
for  research-related  services  which  may  be  procured  from  the  Center.  All  fees  (e.g., 
technical  sevices,  animal  purchases)  should  be  p re -deter  mined  through  discussions  with 
the  PRC  Director  and  documented  in  the  grant  application.  If  transfer  of  animals  to  the 
grantee  institution  is  necessary,  costs  of  the  purchase,  transfer,  per  diem  maintenance, 
and  related  services  should  be  included  in  the  budget  of  the  grant  application. 

If  the  requested  animal  or  services  are  for  use  in  pilot  studies  by  current  NIA  grantees, 
the  following  information  should  be  submitted  to  Ms.  3ane  Soban  at  the  Aging  Primate 
Research  Resource  Program,  National  Institute  on  Aging: 

o proposed  research  protocol  and  its  relevance  to  aging  (4  copies); 

o recent  publications  related  to  proposal  (2  copies); 

o curriculum  vitae  (4  copies);  and 

o appropriate  documentation  of  agreement  with  the  PRC  Director(s). 

Upon  receipt  of  this  request,  and  necessary  additional  materials,  the  proposal  will  be  sent 
for  review  of  scientific  merit. 

SOURCES  OF  FURTHER  INFORMATION 


Information  pertaining  to  the  research  areas,  facilities  and  service  of  the  PRCs  are 
published  in  the  Animal  Resources  Directory  of  the  DRR.  A copy  of  this  may  be 
obtained  from: 


Office  of  Science  and  Health  Reports 
Division  of  Research  Resources 
Building  31,  Room  5B-13 
Bethesda,  Maryland  20205 
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For  further  information  contact: 

Head,  Aging  Primate  Ressearch  Resource  Program 
National  Institute  on  Aging 
National  Institutes  of  Health 
Bethesda,  Maryland  20205 

Telephone:  (301)  496-6402 

Director,  California  Primate  Research  Center 
University  of  California 
Davis,  California  95616 

Telephone:  (916)  752-0420 

Director,  Oregon  Primate  Research  Center 
505  N.W.  185th  Avenue 
Beaverton,  Oregon  97005 

Telephone:  (503)  645-1141 

Director,  Washington  Primate  Research  Center 
University  of  Washington 
Room  1-421  - Health  Sciences  Bldg.  3-50 
Seattle,  Washington  98195 

Telephone:  (206)  543-1430 

Director,  Wisconsin  Regional  Primate 
Research  Center 
University  of  Wisconsin 
1223  Capitol  Court 
Madison,  Wisconsin  53706 


Telephone:  (608)  263-3500 
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ANNOUNCEMENT 

PREVENTIVE  ONCOLOGY  ACADEMIC  AWARD  (POAA) 

NATIONAL  CANCER  INSTITUTE 

I.  BACKGROUND  OF  POAA 


A.  The  National  Cancer  Institute  invites  competition  for  Preventive  Oncology 
Academic  Awards.  Each  School  of  Medicine,  Osteopathy,  Dentistry,  Public 
Health,  or  NCI-designated  cancer  center  in  the  United  States  and  its 
possessions  or  territories  is  eligible  to  compete  for  one  non-renewable 
Preventive  Oncology  Academic  Award  for  a project  period  not  to  exceed  five 
years.  The  number  of  new  awards  made  each  year  will  depend  on  the 
availability  of  funds. 

B.  The  Preventive  Oncology  Academic  Award  Program  is  intended  to  stimulate 
high  quality  research  on  which  educational  programs  oriented  toward  cancer 
prevention  could  be  based  in  schools  which  do  not  have  such  programs  or  to 
strengthen  the  research  and  education  programs  of  schools  in  which  high 
quality  research  in  preventive  oncology  already  exists.  It  is  expected  that 
each  program  in  cancer  prevention  will  build  upon  the  institution's 
demonstrable  expertise  and  experience  in  epidemiology,  human  genetics, 
biostatistics,  clinical  oncology,  nutrition  and  other  pertinent  basic  cancer 
research. 

C.  The  Preventive  Oncology  Academic  Awards,  which  are  made  on  the  basis  of 

nationwide  competition,  are  available  to  individual  investigators  with 
academic  teaching  and/or  research  appointments  in  their  respective 
institutions.  POAA's  support  these  individuals  for  needed  research  and 

educational  objectives  and  development,  implementation,  and/or 

improvement  of  a preventive  oncology  curriculum. 

II.  DEFINITION  OF  PREVENTIVE  ONCOLOGY 


For  purposes  of  Preventive  Oncology  Academic  Awards  (POAA),  preventive 
oncology  is  mainly  concerned  with  etiologic  studies  and  the  primary  prevention  of 
cancer.  In  certain  instances  it  may  be  appropriate  to  evaluate  the  efficacy  of 
preventive  measures. 

III.  OBJECTIVES  OF  THE  AWARD 


The  Preventive  Oncology  Academic  Award,  which  is  made  on  the  basis  of 
nationwide  competition,  is  available  to: 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.393, 
Cancer  Cause  & Prevention  Research.  Awards  will  be  made  under  the  authority  of  the 
Public  Health  Service  Act,  Title  III,  Section  301  (Public  Law  78-410,  as  amended;  42  USC 
241)  and  administered  under  PHS  grant  policies  and  Federal  Regulations  42  CFR  Part  52 
and  45  CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health 
Systems  Agency  review. 
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1.  Support  an  outstanding  individual  faculty  member  for: 

a.  participation  in  research  experiences  related  to  preventive  oncology 

b.  enhancing  relevant  scientific  skills  if  a need  is  demonstrated 

c.  strengthening  or  implementing  a preventive  oncology  curriculum  and 
the  research  program  on  which  it  should  be  based. 

2.  Provide  superior  learning  opportunities  to  students  enrolled  in  the  institution 
through  their  exposure  to  research  and  to  courses  relevant  to  preventive 
oncology. 

3.  Facilitate  exchange  of  ideas  and  methods  among  institutions  and  centers  with 
special  interest  and  expertise  in  preventive  oncology. 

IV.  CRITERIA  FOR  THE  POAA 


Competitive  review  for  a Preventive  Oncology  Academic  Award  will  assess  the 
plans  of  both  (a)  the  sponsoring  institution  and  (B)  the  proposed  candidate. 

A.  THE  INSTITUTION  MUST: 

1.  Select  and  sponsor  a candidate  with:  (a)  demonstrated  competence  in 
preventive  oncology,  as  well  as  (b)  a major  career  interest  in  research 
and  educational  programs.  The  candidate  must  be  a citizen,  a 
noncitizen  national  of  the  U.S.,  or  have  been  lawfully  admitted  to  the 
U.S.  for  permanent  residence. 

2.  Provide  the  candidate  with:  (a)  the  opportunity  to  acquire  the 
professional  skills  for  which  need  is  demonstrated,  and  (b)  adequate 
time  to  develop  or  improve  the  preventive  oncology  program. 

3.  Present  institutional  plans  for  the  preventive  oncology  program  which  is 
to  be  developed  under  support  of  the  POAA:  (a)  these  plans  must  state 
the  program's  objective  in  terms  of  measurable  outcomes  and  provide 
benchmarks  aginst  which  progress  is  to  be  measured,  (b)  the  plan  should 
clearly  distinguish  between  any  ongoing  activities  and  those  to  be 
accomplished  as  a result  of  the  POAA,  outlining  the  relationship 
between  the  proposed  plan  and  related  teaching  and  research  programs 
of  the  institution. 

4.  Identify  and  demonstrate  availability  Of  resources  (e.g.,  populations, 

patients,  manpower,  materials)  necessary  to  implement  the  proposed 

program. 

5.  Provide  access  to  physical  facilities  (e.g.,  computer,  laboratory, 
clinical,  classroom  office  facilities)  for  rigorous  preventive  oncology 
research. 

6.  Provide  written  evidence  of  commitment  from  the  administration,  and 
chairperson(s)  of  sponsoring  department(s)  and  curriculum  committee  to 
the  implementation  and/or  further  development  of  the  proposed 
program. 
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7.  Propose  mechanisms  for  continued  institutional  support  of  the 
preventive  oncology  program,  following  the  award  period. 

B.  THE  CANDIDATE  MUST: 

1.  Hold  a doctoral  degree  or  its  equivalent  from  an  accredited  institution 
(e.g.,  D.D.S.,  D.O.,  Dr.P.H.,  D.V.M.,  M.D.,  Ph.D.); 

2.  Possess  an  appropriate  teaching  and/or  research  appointment  in  the 
sponsoring  institution  at  the  time  the  award  is  activated; 

3.  Have  sufficient  training  and  experience  so  that  no  more  than  two  years 
of  intensive  supplemental  preparation  is  needed  to  meet  minimal  POAA 
requirements.  These  requirements  include: 

a.  demonstrated  competence  in:  biomedical  research  relevant  to 
cancer  prevention,  including  epidemiology  and/or  human  genetics, 
clinical  oncology  and  biostatistical  research  methods,  plus 

b.  substantive  knowledge  of:  cancer  epidemiology  and  prevention, 
carcinogenesis  research,  health  service  delivery  systems,  public 
health  regulation  and  practice,  as  well  as  medical  education 
procedures  and  administration. 

4.  Specify  a program  for  enhancing  personal  skills  as  needed,  e.g.,  further 
education  in  epidemiology,  bio  statistics,  genetics,  nutrition,  clinical 
oncology  and/or  other  pertinent  areas  of  research  in  cancer  etiology  and 
prevention. 

5.  Present  a program:  (a)  for  developing  or  improving  preventive  oncology 
research  and  education  in  the  grantee  institution,  and  (b)  for  evaluating 
the  outcome  of  the  effort.  This  program  should  include  detailed  plans 
including  the  proposed  curriculum,  course  description  and  syllabi,  where 
appropriate. 

6.  Commit  a substantial  portion  of  time  and  effort  to  preventive  oncology 
research  and  to  the  proposed  programs. 

7.  Submit  an  annual  program  performance  report  along  with  the 
continuation  support  application  (Type  5). 

8.  Agree  to  meet  annually  with  other  recipients  of  POAA's  to  exchange 
ideas,  methods  and  program  evaluations,  as  specified  in  the  POAA 
objectives.  The  meeting  is  to  be  sponsored  by  the  National  Cancer 
Institute,  with  travel  costs  borne  by  POAA  grant. 

V.  PROVISIONS  OF  THE  PREVENTIVE  ONCOLOGY  ACADEMIC  AWARD  (POAA) 


A.  Within  available  funds,  and  consonant  with  the  objectives  of  the  POAA,  and 
with  satisfactory  progress,  the  Institute  will  provide  funds  annually  for  a 
project  period  up  to  five  years.  This  award  is  non-renewable. 
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B.  The  POAA  funds  may  be  used  for; 

1.  Personnel:  salary  support  for  candidate  and  all  other  personnel,  in 
direct  proportion  to  the  effort  expended  on  the  P.O.  program,  to 
include,  e.g.,  P.O.  assistants  and  associates;  curriculum  specialists  and 
other  faculty;  as  justified  and  specified  by  level  of  professional 
development;  and  in  accordance  with  institutional  policy. 

2.  Consultants  costs:  for  a limited  number  of  experts  in  the  areas  of  P.O. 
research  and  education. 

3.  Equipment:  necessary  to  develop  P.O.  curriculum. 

4.  Supplies  by  category:  necessary  to  achieve  P.O.  program  objectives. 

3.  Travel:  domestic  travel  to  other  institutions  and  meetings  to  enable  the 
candidate  to  develop  essential  skills,  and  also  to  meet  with  other 
candidates  to  exchange  ideas,  methods,  and  program  evaluations.  (See 
IV.  B-9). 

6.  Other  expenses  may  include:  (a)  stipend,  tuition  and  fee  costs  related 
to  the  implementation  by  the  candidate  of  a proposed  program  for 
enhancement  of  personal  skills;  (b)  computer  costs,  teaching  aids, 
materials  and  books  relevant  to  the  development  of  the  P.O.  program, 
and,  (c)  postage,  copying  costs,  telephone  costs. 

C.  The  POAA  funds  may  not  be  used  for:  patient  care  costs,  alterations  and 
renovations,  and  contractual  or  third  party  payment  costs.  These  are 
ineligible  categories  for  support  under  the  POAA  grant  mechanism. 

D.  Limited  funds,  if  requested,  may  be  used  at  the  discretion  of  the  candidate  to 
support  short  term  research  or  teaching  experiences  in  preventive  oncology. 
Such  experiences  may  be  (1)  designed  to  educate  faculty  or  students  in 
principles  and  techniques  of  preventive  oncology  research  or  (2)  feasibility 
studies  integral  to  research  planning. 

VI.  REVIEW  OF  APPLICATIONS 


Applications  for  initial  Preventive  Oncology  Academic  Awards  will  be  appraised  in 
terms  of  criteria  outlined  for  the  institution  and  the  candidate  in  Section  IV, 
"Criteria  for  the  Preventive  Oncology  Academic  Award."  Applications  will  be 
evaluated  by  an  appropriate  NCI  peer  review  group. 

VII.  METHOD  OF  APPLYING 


1. 


2. 


The  annual  receipt  date  for  POAA  applications  will  be  September  1. 

The  requested  begin  date  for  funding  should  be  July  1 of  the  following  year. 
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3.  Application  forms  (PHS  398,  Revised  5/80)  may  be  obtained  from  the 
institution's  application  control  office.  If  not  otherwise  available,  they  can 
be  requested  from: 

Office  of  Grants  Inquiries 
Division  of  Research  Grants 
National  Institutes  of  Health 
Room  448  Westwood  Building 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 

4.  Type  the  phrase  "PREVENTIVE  ONCOLOGY  ACADEMIC  AWARD"  as  the 
title  for  the  proposal  on  the  front  page  of  the  application.  Use  the  Special 
Guidelines  for  preparation  of  a Preventive  Oncology  Academic  Award.  These 
and  limited  staff  consultation  relating  to  eligibility  and  appropriate  areas  of 
emphasis  may  be  obtained  from: 

Special  Programs  Branch 
National  Cancer  Institute 
National  Institutes  of  Health 
Room  8C16  Landow  Building 
7910  Woodmont  Avenue 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-9600 
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ANNOUNCEMENT 

DIETARY  SODIUM  AND  ITS  ROLE  IN  THE  PREVENTION 

AND  MANAGEMENT  OF  HYPERTENSION 
NATIONAL  HEART,  LUNG,  AND  BLOOD  INSTITUTE 


The  National  Heart,  Lung,  and  Blood  Institute  (NHLBI)  supports  a variety  of  research 
programs  related  to  the  prevention,  treatment,  and  control  of  hypertension.  Since  this 
broad  area  of  research  is  important  to  several  programs  in  the  Division  of  Heart  and 
Vascular  Diseases  (DHVD)  of  the  Institute,  the  present  program  announcement  is  being 
issued  from  the  Division.  A program  announcement  is  designed  to  focus  attention  upon  a 
topic  or  problem.  Applications  will  be  considered  as  applications  for  the  regular  research 
grant  program,  without  special  set-aside  funds. 

The  objective  of  this  program  announcement  is  to  encourage  the  submission  of 
scientifically  meritorious  applications  concerning  a broad  range  of  investigations, 
including  physiological,  clinical,  preventive,  and  therapeutic  research,  regarding  the  role 
of  dietary  sodium  in  hypertension  and  the  prevention  of  hypertension. 

It  is  estimated  that  35  million  persons  in  the  United  States  have  high  blood  pressure. 
This  fact,  coupled  with  recent  evidence  from  the  Hypertension  Detection  and  Followup 
Program  that  significant  reductions  in  mortality  can  result  from  sustained  drug 
treatment  of  high  blood  pressure,  makes  research  into  the  role  of  dietary  sodium  in  the 
prevention  and  management  of  high  blood  pressure  of  special  interest.  This  research 
area  has  been  identified  by  the  Salt  and  Water  Subgroup  of  NHLBI's  Hypertension  Task 
Force,  the  NHLBI  Clinical  Applications  and  Prevention  Advisory  Committee  and  the 
Arteriosclerosis,  Hypertension,  and  Lipid  Metabolism  Advisory  Committee  as  needing 
emphasis. 

Examples  of  needed  research  include  studies  of: 

o The  relationship  between  sodium  and  weight, 
o The  interrelationship  of  sodium  and  weight, 

o Sodium  sensitivity, 

o Salt  appetite. 

o Methodology  for  determining  sodium  intake  in  humans. 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.837, 
Heart  and  Vascular  Diseases  Research.  Awards  will  be  made  under  the  authority  of  the 
Public  Health  Service  Act,  Title  III,  Section  301  (Public  Law  73-410,  as  amended;  42  USC 
241)  and  administered  under  PHS  grant  policies  and  Federal  Regulations  42  CFR  Part  52 
and  45  CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health 
Systems  Agency  review. 
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Investigations  that  take  account  of  other  dietary  factors,  caloric  intake,  and  energy 
expenditure  are  encouraged. 

The  above  list  is  intended  to  provide  examples  only  and  does  not  preclude  the  submission 
of  applications  involving  other  research  approaches  to  the  issues  under  consideration.  In 
addition,  this  program  announcement  is  not  intended  to  discourage  investigators  from 
their  pursuit  of  promising  ideas  in  related  or  unrelated  topics. 

Application  Submission  and  Review 

Application  receipt  dates  for  new  applications  are  the  regular  application  receipt  dates 
of  July  1,  November  1,  and  March  1.  Applications  received  after  any  one  receipt  date 
are  considered  and  reviewed  together  with  those  received  by  the  next  receipt  date.  The 
earliest  possible  award  date  is  approximately  nine  months  after  the  receipt  date. 
Applicants  should  use  the  regular  research  grant  application  form  PHS-398,  which  is 
available  at  the  applicant's  institutional  application  control  office  or  from  the  Division  of 
Research  Grants,  NIH. 

In  order  to  identify  the  response  to  this  announcement,  check  "yes"  and  put  "Dietary 
Sodium/Hypertension"  under  item  2 on  page  1 of  those  grant  applications  relating  to  the 
topics  identified  herein.  The  completed  application  should  be  mailed  to: 


Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  Room  240 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 


The  Division  of  Research  Grants  will  assign  applications  to  study  sections  for  review 
according  to  the  NIH  process  for  regular  research  grant  applications.  Approved 
applications  will  compete  for  available  funds  with  all  other  approved  grant  applications 
assigned  to  the  NHLBI.  Additional  information  may  be  obtained  by  contacting: 


Marilyn  Farrand,  R.D. 
Preventive  Cardiology  Branch 
Division  of  Heart  and 


Armando  Sandoval 
Hypertension  Branch 
Division  of  Heart  and 


Vascular  Diseases 
National  Heart,  Lung,  and 


Vascular  Diseases 
National  Heart,  Lung,  and 


Blood  Institute 
National  Institutes  of  Health 
Federal  Building  Room  6A08 
7550  Wisconsin  Avenue 
Bethesda,  Maryland  20205 


Blood  Institute 
National  Institutes  of  Health 
Federal  Building  Room  4C08 
7550  Wisconsin  Avenue 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-3503 


Telephone:  (301)  496-1857 
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ANNOUNCEMENT 


PHARMACOLOGY  PROGRAM 
NATIONAL  INSTITUTE  ON  AGING 


I.  INTRODUCTION 

The  National  Institute  on  Aging  (NIA)  was  established  in  1974  for  the  "conduct  and 
support  of  biomedical,  social  and  behavioral  research  and  training  related  to  the 
aging  process  and  the  diseases  and  other  special  problems  and  needs  of  the  aged." 
Under  this  broad  mandate,  it  has  encouraged  and  supported  a diversified  research 
program  related  to  aging. 

Drug  manufacturers  routinely  test  new  drugs  and  determine  safe  dose  levels  in 
healthy,  young  adults.  The  largest  degree  of  drug  use,  however,  is  among  the 
elderly,  who  often  respond  differently  to  drugs  than  do  young  adults.  Definitive 
information  is  needed  to  elucidate  the  mechanisms  underlying  differences  in 
response  between  young  adults  and  the  elderly  and  also  to  provide  optimal  drug 
dosage  levels  for  elderly  patients. 

The  increased  incidence  of  multiple  diseases  among  the  elderly  often  leads  to  the 
use  of  combinations  of  drugs.  The  effect  of  such  polypharmacy  can  be  undesirable 
and  have  potentially  dangerous  side  effects.  It  is  important  to  learn  more  about 
interactions  between  various  drugs  as  well  as  interactions  between  drugs  and 
disease  states  and  nutritional  status. 

Clinical  and  basic  research  to  gain  fundamental  knowledge  on  the  nature  and  causes 
for  differences  in  the  response  of  the  elderly  to  drugs  represents  an  important 
element  of  NIA's  responsibility.  The  Pharmacology  program,  a part  of  Biomedical 
Research  and  Clinical  Medicine,  NIA,  is  specifically  concerned  with  research  and 
training  in  this  area. 

II.  BACKGROUND 

Increased  interest  by  the  research  community  in  gerontological  pharmacology  is 
strongly  encouraged.  The  following  sources  of  background  information  may  be 
useful  to  investigators  new  to  this  area. 

(1)  Steinberg,  G.M.  and  Schneider,  E.L.:  NIA  Second  Workshop  on 

Pharmacology  and  Aging,  3une,  1981.  The  Pharmacologist  24:  Issue  No. 
2 (1982). 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.866, 
Aging  Research.  Awards  will  be  made  under  the  authority  of  the  Public  Health  Service 
Acts,  Sections  301  (Public  Law  78-410,  as  amended;  42  USC  241)  and  472  (42  USC  289J_- 1 ) 
and  administered  under  PHS  grants  policies  and  Federal  Regulation  42  CFR  Parts  52  and 
66  and  45  CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health 
Systems  Agency  review. 
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(2)  Vestal,  Robert  E.:  Drug  Use  in  the  Elderly:  A Review  of  Problems  and 
Special  Considerations.  Drugs  16:358-382  (1978). 

(3)  Crooks,  J.  and  Stevenson,  I.H.:  Drugs  and  the  Elderly.  Perspectives  in 
Geriatric  Clinical  Pharmacology.  University  Park  Press,  Baltimore, 
Maryland,  1979. 

« 

(4)  Conrad,  K.A.  and  Bressler,  R.:  Drug  Therapy  for  the  Elderly.  C.V. 
Mosby  Co.,  St.  Louis,  1982. 

(5)  Plein,  J.B.  and  Plein,  E.M.:  Aging  and  Drug  Therapy.  Annual  Review  of 
Gerontology  and  Geriatrics  (Volume  2),  edited  by  Eisdorfer  C.,  Springer, 
New  York,  1981. 

III.  GOALS  AND  SCOPE 

A major  goal  of  the  NIA  is  to  identify  changes  in  pharmacological  responses  that 
occur  with  aging  and  to  elucidate  the  basic  mechanism  involved.  This  information 
should  lead  to  development  of  more  appropriate  and  efficacious  therapy,  to 
reduction  of  adverse  drug  side  effects  and  to  prevention  of  iatrogenic  disease. 

IV.  SPECIFIC  OBJECTIVES 

The  NIA  seeks  research  and  research  training  grant  applications  in  gerontological 
and  geriatric  pharmacology.  Investigations  are  encouraged  on  the  aging  process 
(beyond  maturity)  in  all  of  the  physiological  systems  that  are  subject  to 
pharmacological  intervention.  Among  possible  approaches  are  clinical  studies  of 
healty  and  diseased  elderly  persons  and  more  basic  studies  in  experimental 
animals.  Appropriate  topics  include,  but  are  not  limited  to,  the  areas  noted 
below.  These  areas  are  not  listed  in  any  order  of  priority. 

Areas  of  Greatest  Needs  or  Opportunities 

General:  Drug  actions  on  the  peripheral  and  central  nervous  systems, 
and  on  the  cardiovascular  system.  Effects  of  drugs  and  modulators  on 
the  immune  system  and  on  bone  metabolism. 

Prevention  and  treatment  of  common  diseases  and  disorders  of  the 
elderly.  Examples  include:  dementias,  osteoporosis,  decubitus  ulcers, 
arthritis,  incontinence,  infection,  and  cancer. 

Basic  Pharmacology 

Basic  and  clinical  pharmacological  research  which  leads  to  increasing 
fundamental  knowledge  on  how  and  why  the  elderly  differ  from  younger 
people  in  their  response  to  drugs.  Emphasis  on  research  having  a 
pharmacodynamic  basis  is  encouraged.  Studies  of  the  pharmacokinetic 
behavior  of  drugs  are  encouraged  only  where  there  are  direct  and  clear 
relationships  to  problems  of  drug  action  or  to  important  physiological  or 
homeostatic  processes. 

Clinical  Studies 


Evaluation  of  individual  drugs  to  provide  definitive  guidance  for  their 
use  in  the  elderly.  Information  to  be  obtained  should  include:  proper 
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dosage  levels,  effectiveness,  side  effects,  interactions  with  other  drugs, 
interactions  with  other  disease  states,  nutritional  status,  etc. 

V.  SUPPORT  MECHANISMS 

All  of  the  traditional  NIH  support  mechanisms,  e.g.,  research  project  grants, 
program  projects,  institutional  National  Research  Service  Awards,  etc.,  are 
available  for  this  program.  For  applicants  interested  in  pilot  studies  and  for  those 
new  to  gerontological  research,  consideration  may  be  given  to  the  NIA  Small 
Grants  and  Special  Initiatives  awards. 

VI.  AVAILABILITY  OF  EXPERIMENTAL  ANIMALS 

Colonies  of  laboratory  mice,  rats  and  monkeys  for  aging  research  are  maintained  by 
the  NIA.  Applicants  interested  in  using  these  resources  must  contact  (prior  to 
submitting  application)  the  Office  of  Biological  Resources  and  Resources 
Development,  NIA  (Telephone:  (301)  496-6402).  Note  that  limited  numbers  of 
experimental  animals  may  be  made  available  for  preapplication  pilot  studies. 

Where  the  use  of  animal  models  is  proposed,  the  appropriateness  of  the  model 
should  be  considered  and  discussed  in  the  application.  The  availability  of  specific 
species  and  strains  from  the  NIA  does  not  necessarily  imply  that  these  are 
appropriate  for  all  research  purposes. 

VII.  GENERAL 

Applications  in  response  to  this  announcement  should  be  submitted  on  a standard 
NIH  application  form  following  the  instructions  contained  in  the  NIH  application 
packet.  Type  "NIA  Pharmacology  Program"  on  fact  page  of  application.  Note  that 
clinical  studies  may  be  for  research  purposes  only  (this  program  does  not  support 
services)  so  that  only  those  patient  costs  that  are  clearly  for  research  components 
are  appropriate  budget  items. 

Inquiries  may  be  directed  to: 

George  M.  Steinberg,  Ph.D. 

Pharmacology  Program 
Building  31  Room  5C-23 
National  Institute  on  Aging 
National  Institutes  of  Health 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-1033 
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ANNOUNCEMENT 
GERIATRIC  MENTAL  HEALTH  ACADEMIC  AWARDS 
NATIONAL  INSTITUTE  OF  MENTAL  HEALTH 

(ALCOHOL,  DRUG  ABUSE,  AND  MENTAL  HEALTH  ADMINISTRATION 
PUBLIC  HEALTH  SERVICE) 


BACKGROUND 

The  serious  mental  health  problems  of  the  increasing  elderly  population  are  now  being 
identified  as  issues  for  systematic  multidisciplinary  research.  The  number  of 
investigators  in  the  area  is  small,  however,  and  faculty  to  supervise  geriatric  mental 
health  is  limited.  As  the  National  Institute  of  Mental  Health  (NIMH)  support  of  research 
in  the  mental  health  of  the  aging  accelerated  in  the  late  1970s,  the  need  for 
investigations  in  psychiatry  and  psychiatric  nursing  became  apparent.  To  address  this 
need,  NIMH  is  initiating  a program  to  foster  the  growth  of  academic  investigation  and  to 
recruit  and  prepare  faculty  dedicated  to  research  and  teaching  in  geriatric  mental 
health. 

PURPOSE 

The  purpose  of  this  award  is  to  assist  in  the  development  of  a research-oriented  resource 
person  in  geriatric  mental  health  in  academic  settings.  Upon  completion  of  the  award, 
the  nominee  is  expected  to  function  as  (1)  a researcher  in  geriatric  mental  health;  (2)  a 
developer  of  other  researchers  with  interests  in  geriatric  mental  health;  and  (3)  an 
introducer  of  research  findings  in  geriatric  mental  health  to  other  clinical  teachers  and 
researchers  in  the  academic  setting.  This  Academic  Award  will  support  an  experienced 
faculty  member,  who  is  a psychiatrist  or  psychiatric  nurse,  in  the  development  of 
necessary  expertise  in  the  research  aspects  of  aging  and  mental  health.  This  award, 
made  to  an  institution,  provides  a superior  candidate  with  opportunity  for  up  to  3 years 
of  special  study  and  supervised  experience  to  prepare  the  individual  to  assume  a faculty 
leadership  role  in  geriatric  mental  health. 

The  Academic  Award  is  designed  to  provide  support  for  individuals  with  high  potential 
for  academic  research  careers  in  geriatric  mental  health.  The  Academic  Award  differs 
from  the  Research  Scientist  Development  Award  in  that  the  nominee  is  expected  to 
assume  leadership  in  teaching  and  to  be  a research  resource  as  well  as  researcher,  while 
the  Research  Scientist  is  expected  to  be  a full-time  research  investigator.  The 
Academic  Award  differs  from  the  Individual  National  Research  Service  Award  in  that  the 
focus  goes  beyond  pure  preparation  in  research  to  the  development  of  an  institutional 
resource. 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.242, 
Mental  Health  Research  Grants.  Awards  will  be  made  under  the  authority  of  the  Public 
Health  Service  Act,  Title  III,  Section  301  (Public  Law  78-410,  as  amended;  42  USC  241) 
and  administered  under  PHS  grant  policies  and  Federal  Regulations  42  CFR  Part  52  and 
45  CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems 
Agency  review. 
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ELIGIBILITY 

For  purposes  of  this  announcement,  eligible  applicants  are  either: 

a U.S.  college  or  university  school  of  medicine,  department  of  psychiatry,  o£ 

a U.S.  college  or  university  school  of  nursing  which  offers  a general 
baccalaureate  program  and  a graduate  program  leading  to  a master's  degree 
with  a major  emphasis  on  psychiatric  nursing. 


Also, 


the  applicant  professional  school  must  be  accredited. 
Qualifications  of  the  Nominee  include: 


Evidence  of  research  potential  as  shown  by  past  training  in  research  design 
and  methodology,  course  work  in  these  areas,  involvement  in  research 
projects  as  scientific  staff  or  principal  investigator,  participation  in  special 
research  seminars  or  workshops,  publication  of  research  papers  or 
monographs,  or  presentation  of  research  papers  at  scientific  meetings. 

Full-time  appointment  to  the  faculty  or  eligibility  for  full-time  appointment 
and  a guarantee  of  employment  upon  award  of  a grant. 

Minimum  of  2 years  of  successful  teaching  experience  at  the  applicant 
institution  or  in  a similar  academic  program.  (Priority  will  be  given  to 
nominees  holding  associate  or  full -professor  status.) 

Psychiatry  Geriatric  Mental  Health  Academic  Award  nominees  must  have 
completed  psychiatry  residence  training  and  be  board-certified  or  board- 
eligible. 

Psychiatric  Nursing  Geriatric  Mental  Health  Academic  Award  nominees  must 
have  at  least  a master's  degree  with  a major  emphasis  on  psychiatric  nursing; 
priority  will  be  given  to  nominees  holding  a doctorate. 

Priority  will  be  given  to  nominees  with  2 or  more  years  of  clinical  experience 
in  their  respective  disciplines. 

Nominees  must  be  United  States  citizens  or  must  have  been  lawfully  admitted 
to  the  United  States  for  permanent  residence. 

Grants  are  not  awarded  under  this  program  to  support  doctoral  study. 

TERMS  AND  CONDITIONS  OF  SUPPORT 

Grants  funded  under  this  announcement  are  awarded  directly  to  the  academic 
institution.  The  award  is  made  for  a particular  institution  and  individual  and  is  not 
transferable  to  either  the  Geriatric  Mental  Health  Academic  Award  nominee  or  the 
recipient  institution.  The  applicant  is  the  institution,  although  the  Geriatric  Mental 
Health  Academic  Award  nominee  must  participate  in  preparing  the  application. 
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Awards  will  be  limited  to  one  (1)  per  professional  school  (i.e.,  department  of  psychiatry 
and/or  school  of  nursing).  The  period  of  support  for  an  individual  receiving  the  Geriatric 
Mental  Health  Academic  Award  is  up  to  3 calendar  years. 

A maximum  of  $30,000  (exclusive  of  fringe  benefits)  per  year  of  grant  funds  may  be 
requested  from  NIMH  for  the  salary  of  the  academic  awardee.  The  annual  salary  must  be 
based  upon  a full-time,  12-month  faculty  appointment  and  must  be  consistent  with  the 
established  salary  level  for  comparable  faculty  positions  at  the  applicant  institution. 
Salaries  in  excess  of  $30,000  may  be  supplemented  by  the  grantee.  Any  supplemental 
funds,  however,  must  be  from  non-Federal  sources,  and  the  sources  of  these  funds  must 
be  documented.  Geriatric  Mental  Health  Academic  awardees  may  not  be  required,  as  a 
condition  of  institutional  supplementation,  to  perform  additional  duties  which  prolong  or 
detract  from  the  program. 

In  addition  to  the  base  salary,  the  institution's  share  of  contributions  to  finance  such 
fringe  benefits  as  are  available  to  all  other  faculty  and  staff  of  comparable  rank  and 
seniority  at  the  institution,  under  formally  established  and  consistently  applied 
institutional  policies,  may  be  paid  from  award  funds  to  the  extent  they  are  consistently 
treated  by  the  institution  as  direct  rather  than  indirect  costs.  An  annual  support 
allowance  of  up  to  $5,000  may  be  requested  for  part-time  secretarial  support,  supplies, 
study  at  centers  other  than  the  sponsoring  institution,  tuition  or  fees  for  such  study,  and 
travel  and  per  diem  allowance  for  participation  in  a professional  meeting.  Relocation 
expenses  from  place  of  residence  to  the  applicant  institution  are  not  allowable.  An 
annual  research  allowance  of  up  to  $5,000  may  be  requested  for  support  of  research 
activities,  pilot  studies,  or  instrumentation  development.  Details  and  justification  of 
both  support  allowance  and  research  allowance  requests  must  be  provided  in  the  budget 
section  of  the  application.  All  grants  will  receive  indirect  costs  at  a rate  of  8 percent  of 
total  allowable  direct  costs  or  at  the  actual  indirect  cost  rate,  whichever  is  less. 
Indirect  costs  are  not  provided  for  tuition  and  related  fees  and  expenditures  for 
equipment.  Awards  will  be  governed  by  the  "PHS  Grants  Policy  Statement." 

A Geriatric  Mental  Health  Academic  Award  application  may  not  be  submitted 
concurrently  with  an  application  for  a Research  Scientist  Development  Award,  Faculty 
Development  Award,  an  individual  National  Research  Service  Award,  or  other  career- 
development  type  award  of  ADAMHA  or  NIH.  Nor  may  the  Academic  Award  be  held 
concurrently  with  any  of  the  above  awards. 

APPLICATION  REQUIREMENTS 

The  applicant  should  use  the  following  outline  to  prepare  Sections  A through  D of  the 
Research  Plan  Section  of  the  application: 

I.  Description  of  the  Nominee  and  Applicant  Institution  Characteristics  at  the  Time 

of  Application 

A.  Geriatric  Mental  Health  Academic  Award  Nominee  - The  nominee  should 
provide  a self-assessment,  indicating  areas  of  strength  and  weakness  in 
geriatric  research  and  clinical  experience  and  details  of  the  nominee's  goals 
during  the  period  of  award.  The  nominee  should  be  listed  as  the  Principal 
Investigator/Program  Director  for  the  application. 

B.  Supervisor  - Supervision  of  the  nominee  during  the  award  will  be  the 
responsibility  (directly  or  delegated  with  oversight)  of  the  head  of  the 
applicant  professional  school  (e.g.,  Dean,  Department  Chairperson,  etc.).  A 
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description  of  the  role  he/she  will  play  in  relation  to  the  major  activities  of 
the  Geriatric  Mental  Health  Academic  Award  nominee  throughout  the  award 
period  should  be  included.  If  supervision  is  to  be  delegated  to  another  faculty 
person  or  sponsor,  this  individual's  role  and  the  relation  this  individual  has  to 
the  head  of  the  applicant  professional  school  should  be  described. 

C.  Experts  - If  neither  the  supervisor  nor  the  delegated  faculty  has  suitable 
proficiency  in  research  methodology  and  clinical  geriatrics,  experts  in  these 
areas  must  be  identified,  and  letters  of  agreement  to  consult  with  the 
nominee  and  supervisor  must  be  provided.  The  role  of  each  expert  should  be 
identified;  the  nature  of  the  relationship  between  expert,  supervisor,  and 
nominee  should  be  described;  and  the  financial  or  other  arrangements  should 
be  detailed. 

NOTE:  The  Biographical  Sketch  form  provided  in  the  application  kit  (PHS 
Form  398)  should  be  completed  so  that  it  provides  a complete  curriculum 
vitae  of  the  Geriatric  Mental  Health  Academic  Award  nominee.  Biographic 
sketches  for  the  supervisor  and  for  each  expert  identified  (C.,  above)  should 
also  be  included  in  the  application. 

D.  Applicant  Institution  - The  applicant  is  expected  to  demonstrate  the  need  for 
a specially  prepared  faculty  member  to  implement  a research  and  education 
program  in  geriatric  mental  health  in  the  professional  school;  i.e.,  the 
applicant  must  demonstrate  that,  while  there  is  a commitment  to  establishing 
the  geriatric  mental  health  research  program,  current  faculty  resources  do 
not  permit  the  establishment  of  such  a program.  Although  priority  will  be 
given  to  those  applicants  who  propose  to  establish  a geriatric  mental  health 
program  in  an  institution,  some  consideration  will  be  given  to  applicants 
proposing  expansion  of  a program  beyond  a limited  base  presently  available  in 
the  institution.  It  is  the  joint  responsibility  of  both  supervisor  and  nominee  to 
provide  general  information  about  the  applicant  institution,  including  history, 
size,  and  educational  philosophy  of  the  sponsoring  department  or  school,  and 
to  describe  the  current  curriculum  and  research  activities  in  mental  health  of 
the  aging. 

II.  Plans  and  Activities 


A.  Geriatric  Mental  Health  Academic  Award  Nominee  - The  nominee  should 
develop  a 3-year  plan  for  activities  which  will  result  in  his/her  ability  to 
fulfill  the  responsibilities  involved  in  this  award:  researcher,  developer  of 
other  researchers,  and  consultation  resource  in  research  and  clinical  settings 
within  the  institutional  program.  The  plan  should  include  description  of  areas 
where  additional  preparation  will  be  required  and  the  activities  projected  to 
develop  competence  in  these  areas.  Specific  content  areas  within  geriatric 
mental  health  and  the  methodological  approaches  on  which  the  nominee  will 
focus  should  also  be  described.  A plan  for  each  year  of  the  award  should  be 
presented.  The  candidate  is  expected  to  devote  full  time  to  the  proposed 
research  and  academic  development  activities.  The  activities  might  include 
collaboration  in  research  projects,  development  of  pilot  studies,  participation 
in  structured  academic  courses,  tutorial  arrangements,  consultation  with 
geriatric  mental  health  experts,  independent  study  and  supervised  clinical 
experience.  Although  apportionment  of  time  among  activities  will  be  based 
on  the  nominee's  needs,  the  total  program  must  be  well  balanced,  and 
activities  to  enhance  geriatric  mental  health  research  expertise  must 
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constitute  the  major  part  of  the  awardee's  activities.  Approximate 
distribution  of  time  among  categories  of  activity  should  be  provided.  The 
program  may  require  a period  of  study  specifically  on  research  in  mental 
health  of  the  aging  at  another  institution.  Sites  of  anticipated  activity  should 
be  identified;  financial  arrangements  between  the  applicant  institution  and 
any  other  sites  should  be  described,  e.g.,  tutorial  services  or  tuition  and  fees 
paid  by  the  applicant  institution  to  the  site. 

B.  Institutional  Plans  - The  applicant  institution  must  assure  that  the  Geriatric 
Mental  Health  Academic  Award  nominee  will  be  released  from  activities  not 
directly  related  to  his/her  development  as  an  academic  researcher  and 
resource  in  geriatric  mental  health.  The  nominee  may  continue  to  be 
involved  in  activities  within  the  school  which  are  appropriate  to  the 
accomplishment  of  the  program  goals.  Thus,  the  nominee's  responsibilities 
may  include,  in  addition  to  pursuit  of  a professional  development  activity  on 
research  projects,  development  of  curricula  in  geriatric  mental  health, 
teaching  and/or  coordination  of  educational  or  clinical  activities  in  geriatric 
mental  health,  and  provision  of  consultation  to  faculty  colleagues  and 
community  groups.  The  application  should  describe  the  resources  of  the 
institution  which  are  or  will  be  committed  to  the  advancement  of  the 
nominee  and  geriatric  mental  health  as  a component  of  its  total  academic 
research  and  teaching  program,  both  during  and  subsequent  to  the  award. 

III.  Plans  for  Post-Award  Activities 


The  nominee  and  the  head  of  the  sponsoring  department  should  describe  the  long- 
term goals  of  the  school  or  department  in  geriatric  mental  health  research  and 
teaching.  How  the  Geriatric  Mental  Health  Academic  Award  will  help  achieve 
these  goals  should  be  discussed. 

IV.  Evaluation  Activities 


Each  application  should  include  a description  of  procedures  by  which  progress  of 
the  nominee  in  the  program  and  impact  of  the  program  on  the  institution  will  be 
measured  and  evaluated,  along  with  a description  of  how  1 he  findings  from 
continuous  evaluation  will  be  fed  back  into  the  program.  The  evaluation  data  will 
be  used  by  NIMH  in  assessing  the  strength  of  the  program.  Such  data  could  include 
the  amount  and  types  of  material  and  the  time  devoted  to  geriatric  issues  in 
instructional  programs,  the  type  and  number  of  collaborative  arrangements  for 
research  or  teaching  between  the  academic  program  and  treatment  or  service 
settings  for  the  elderly,  and  research  projects  proposed  or  developed  in  geriatric 
mental  health. 

APPLICATION  AND  REVIEW  PROCEDURES  AND  CRITERIA 

Applications  - All  applicants  should  use  form  PHS  398  (Rev.  5/80).  Application  kits 
are  available  in  university  grants  offices  or  from  the  following  office: 

Grants  Operations  Section 
National  Institutes  of  Mental  Health 
Parklawn  Building  Room  7C-05 
5600  Fishers  Lane 
Rockville,  Maryland  20857 
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Instructions  for  applicants  are  included  in  the  kit. 

The  signed  original  and  six  (6)  copies  should  be  sent  directly  to  the  following 
address: 


Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 

Grant  Review  Procedures  - Research  grant  applications  are  reviewed  for  scientific 
and  technical  merit  by  an  initial  review  group  (IRG),  composed  primarily  of  non- 
Federal  scientific  experts,  and  by  the  National  Advisory  Mental  Health  Council.  By 
law,  only  projects  recommended  for  approval  by  the  Council  may  be  considered  for 
funding.  Summaries  of  IRG  recommendations  are  sent  to  applicants  as  soon  as 
possible  after  the  Council  has  completed  its  review. 

Review  Schedule  - NIMH  research  grant  applications  are  reviewed  according  to  the 
following  schedule: 


Review  Schedule 


Initial  Review 

Receipt  Dates  Group  Meetings 


National  Advisory 
Mental  Health 
Council  Meetings 


Approximate 
Start  Date 


July  1 Oct.  - Nov. 

Nov.  1 Feb.  - March 

March  1 June 


Jan.  - Feb. 


May 


Sept.  - Oct. 


April  1 
July  1 
Dec.  1 


Review  Criteria  - In  the  review  of  Geriatric  Mental  Health  Academic  Award 
applications,  Initial  Review  Groups  consider  the  background  and  potential  of  an 
individual  nominee  as  an  investigator,  a teacher  of  other  investigators,  and  a 
resource  in  the  research,  educational,  and  clinical  programs  of  the  institution.  In 
addition,  the  Initial  Review  Groups  consider  the  quality  and  feasibility  of  the 
development  plan,  the  merit  of  the  institutional  plan  and  commitment  presented, 
and  the  quality  of  the  institutional  plan  to  incorporate  a strong  geriatric  mental 
health  component  in  its  research  and  teaching  programs. 


Council  review  also  involves  questions  of  policy  and  program  priorities. 


Staff  Consultation  - Potential  applicants  may  seek  information  and  consultation 
from  the  staff  of  the  following: 


Center  for  Studies  of  the  Mental  Health 
of  the  Aging 

National  Institute  of  Mental  Health 
Parklawn  Building  - Room  1 1 A 1 6 
5600  Fishers  Lane 
Rockville,  Maryland  20S57 


Telephone:  (3Q1M43-1 185 
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Inquiries  should  be  directed  to: 

Gene  D.  Cohen,  M.D.,  Ph.D.,  Chief 
or 

Barry  D.  Lebowitz,  Ph.D.,  Head 
Research  Program 

Award  Criteria  - Initial  Review  Group  and  Council  recommendations,  significance 
of  the  particular  topical  approach,  program  balance,  priorities  indicated  elsewhere 
in  this  announcement,  and  availability  of  funds  are  taken  into  consideration  in 
determining  which  projects  will  be  funded. 

Period  of  Support  - The  Geriatric  Mental  Health  Academic  Award  is  made  on  an 
annual  basis,  with  additional  years  of  recommended  support  for  a total  of  up  to  3 
years.  It  is  not  renewable.  Support  for  the  second  and  third  year  of  the  award  is 
contingent  upon  receipt  of  an  application  annually  which  provides  a summary  report 
of  progress  to  date,  plans  for  the  next  year,  and  appraisal  of  the  awardee's  progress 
submitted  by  the  sponsor.  Continuation  applications  are  due  60  days  before  the 
termination  of  the  current  budget  period;  application  forms  will  be  sent  to  the 
awardee. 
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ANNOUNCEMENT 

RESEARCH  INTERESTS  IN  EPIDERMOLYSIS  BULLOSA, 

SKIN  DISEASES  PROGRAM 

NATIONAL  INSTITUTE  OF  ARTHRITIS,  DIABETES,  AND 
DIGESTIVE  AND  KIDNEY  DISEASES 


The  Skin  Diseases  Program  of  the  National  Institute  of  Arthritis,  Diabetes,  and  Digestive 
and  Kidney  Diseases  is  encouraging  the  submission  of  applications  for  research  grants  in 
epidermolysis  bullosa  (EB),  a group  of  inherited  skin  disorders  characterized  by  the 
formation  of  blisters  and  erosions  at  the  site  of  mild  trauma.  In  the  less  severe  form,  EB 
simplex,  blisters  are  usually  confined  to  the  hands  and  feet.  The  more  severe  recessive 
dystrophic  form  may  involve  the  entire  body,  and  is  associated  with  even  greater 
morbidity  and  significant  mortality.  Repeated  blistering  causes  infection,  malnutrition, 
flexural  contractures,  and  mitten-like  deformities  of  the  hand  and  feet. 

Although  the  cause  of  EB  is  unknown,  there  is  some  evidence  that  in  recessive  EB  there 
is  degeneration  and  phagocytosis  of  collagen  fibrils  in  the  area  of  blistering.  Increased 
collagenase  activity  in  organ  cultures  of  blistered  skin  has  recently  been  demonstrated. 

The  NIADDK  seeks  studies  aimed  at  achieving  a better  understanding  of  pathophysiologic 
mechanisms  which  contribute  to  the  onset  of  EB  as  well  as  further  insight  into  the 
process  of  epidermal  cleavage  in  general.  Proposals  utilizing  research  advances  in 
genetics,  pathology,  cell  biology,  biochemistry,  and  immunology  as  they  pertain  to 
various  types  of  EB  and  the  blistering  process  are  encouraged. 

The  Skin  Diseases  Program  also  encourages  the  submission  of  applications  for  research 
training  through  National  Research  Service  Awards,  both  individual  fellowships  and 
institutional  awards;  Clinical  Investigator  Awards,  New  Investigator  Research  Awards, 
and  Research  Career  Development  Awards. 

METHOD  AND  CRITERIA  OF  REVIEW 


Assignment  of  Applications  - Applications  will  be  received  by  the  NIH's  Division 
of  Research  Grants,  referred  to  an  appropriate  initial  review  group  for  scientific 
review,  and  assigned  to  the  NIADDK  for  possible  funding.  These  decisions  will  be 
governed  by  programmatic  considerations  as  specified  in  the  DRG  Referral 
Guidelines. 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No. 
13.846,  Arthritis,  Bone,  <5c  Skin  Diseases.  Awards  will  be  made  under  the  authority 
of  the  Public  Health  Service  Acts,  Sections  301  (Public  Law  78-410,  as  amended; 
42  USC  241)  and  472  (42  USC  289L-1)  and  administered  under  PHS  grants  policies 
and  Federal  Regulation  42  CFR  Parts  52  and  66  and  45  CFR  Part  74.  This 
program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems  Agency  review. 
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Review  Procedures  - Applications  in  response  to  this  announcement  will  be 
reviewed  in  accordance  with  the  National  Institutes  of  Health  peer  review 
procedures.  They  will  first  be  reviewed  for  scientific  and  technical  merit  by  a 
review  group  composed  mostly  of  non-Federal  scientific  consultants.  Following 
initial  review,  the  application  will  be  evaluated  for  program  relevance  by  the 
NADDK  Advisory  Council.  Review  criteria  customarily  employed  by  the  National 
Institutes  of  Health  for  regular  research  grant  applications  will  prevail.  Approved 
applications  will  compete  for  available  funds  with  other  approved  grant 
applications  assigned  to  the  NIADDK. 

Deadline  - Applications  will  be  accepted  in  accordance  with  the  announced  receipt 
dates  for  new  applications  (see  receipt  dates  and  review  schedule  in  Application 
kits). 

Method  of  Applying  - Applications  for  research  grants  should  be  submitted  on 
form  PHS  398,  which  is  available  in  the  business  or  grants  and  contracts  office  at 
most  academic  and  research  institutions  or  from  the  Division  of  Research  Grants, 
NIH.  The  phrase  "PREPARED  IN  RESPONSE  TO  RESEARCH  GRANTS 
ANNOUNCEMENT  IN  THE  AREA  OF  EPIDERMOLYSIS  BULLOSA"  should  be 
typed  across  the  top  of  the  first  page  of  the  application. 

The  original  and  six  copies  of  the  application  should  be  sent  or  delivered  to: 

Application  Receipt  Office 
Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  Room  240 
Bethesda,  Maryland  20205 

For  further  information  or  to  obtain  application  kits,  investigators  are  encouraged 
to  contact  the  program  director: 

Alan  N.  Moshell,  M.D. 

Skin  Diseases  Program  Director 
National  Institute  of  Arthritis,  Diabetes, 
and  Digestive  and  Kidney  Diseases 
National  Institutes  of  Health 
Westwood  Building  Room  405 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-7326 
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ANNOUNCEMENT 


ADOLESCENCE  RESEARCH 

NATIONAL  INSTITUTE  OF  CHILD  HEALTH  AND  HUMAN  DEVELOPMENT 

I.  BACKGROUND 

The  National  Institute  of  Child  Health  and  Human  Development  (NICHD)  supports 
and  conducts  research  to  improve  the  health  and  well-being  of  the  developing 
infant  and  child  and  to  prevent  conditions  that  have  their  origins  early  in  life  and 
may  lead  to  adult  disabilities  and  early  death.  The  events  of  pregnancy  (especially 
during  adolescence),  labor,  and  birth  present  some  of  the  greatest  opportunities  for 
intervention  that  can  prevent  many  of  these  disabilities.  Adolescence  is  also  a 
time  in  human  development  when  profound  physical  and  behavioral  changes  are 
taking  place.  The  NICHD,  therefore,  has  a major  interest  in  supporting 
fundamental  research  related  to  biomedical  and  behavioral  aspects  of 
adolescence.  The  Institute  provides  this  support  through  two  extramural  research 
centers:  the  Center  for  Research  for  Mothers  and  Children  and  the  Center  for 
Population  Research. 

II.  CENTER  FOR  RESEARCH  FOR  MOTHERS  AND  CHILDREN:  RESEARCH  GOALS 
AND  SCOPE 

The  Center  for  Research  for  Mothers  and  Children  (CRMC)  through  two  of  its 
extramural  branches,  supports  research  concerning  adolescence: 

The  Clinical  Nutrition  and  Early  Development  Branch  (CNED)  is  concerned  with  the 
special  nutritional  requirements  of  the  adolescent  and  those  factors  related  to  food 
choice  and  obesity.  The  CNED  is  also  concerned  with  pregnancy  during 
adolescence,  particularly  in  those  under  sixteen  years. 

The  Human  Learning  and  Behavior  Branch  (HLB)  is  concerned  with  the 
biobehavioral,  cognitive,  social  and  affective  development  of  normal  adolescents 
and  those  factors  which  may  interfere  with  normal  development. 


This  program  is  supported  under  Title  III,  Section  301  and  Title  IV,  Section  441  (Public 
Law  78-410,  as  amended:  42  USC  241).  The  Catalog  of  Federal  Domestic  Assistance 
numbers  are  18.865,  Research  for  Mothers  and  Children  and  13.864,  Population 
Research.  Awards  will  be  administered  under  PHS  Grant  Policies  and  Federal 
Regulations  42  CFR  Part  52  and  45  CFR  Part  74.  These  programs  are  not  subject  to  A- 
95  Clearinghouse  or  Health  Systems  Agency  review. 

The  National  Institute  of  Child  Health  and  Human  Development  (NICHD)  and  the 
National  Institute  of  Mental  Health  (NIMH)  are  announcing  their  interest  in  supporting 
research  on  adolescence.  Accepted  referral  guidelines  will  be  followed  in  assigning 
applications.  Although  the  missions  of  these  Institutes  are  different,  some  research 
projects  could  appropriately  receive  support  from  either  organization.  Dual  assignment 
of  such  applications  is  intended  to  assure  that  projects  of  the  highest  quality  are  able  to 
be  supported. 
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A.  Adolescent  Nutrition 


Adolescence  is  a time  of  profound  transformation.  Growth  rates  are 
exceeded  only  by  those  occurring  during  fetal  life  and  early  infancy. 
Assessment  of  nutritional  status  is  particularly  difficult  during  this  period 
with  food  patterns  often  erratic.  The  following  represent  some  research 
areas  of  special  interest  to  NICHD: 

1.  Definition  of  nutrient  requirements  associated  with  the  adolescent 
growth  spurt  and  the  onset  of  puberty. 

2.  Development  of  new  methods  and  validation  of  existing  methods  for 
assessing  nutritional  status  that  are  particularly  applicable  to 
adolescence. 

3.  Elucidation  of  the  cognitive,  emotional,  and  social  processes  involved  in 
food  choices  by  adolescents.  Attention  needs  to  be  focused  on  the 
regulation  of  food  intake  and  the  effect  of  external  environmental  cues 
on  eating  behavior. 

4.  Investigation  of  exercise  and  energy  balance  as  these  contribute  to  the 
development  of  obesity  during  adolescence  as  well  as  studies  of 
potential  and  undesirable  health  effects  of  weight  reduction  regimens 
on  the  obese  young  adolescent  still  undergoing  physiologic  maturation. 

5.  Exploration  of  the  psychological  and  cultural  determinants  of 
adolescent  obesity.  Studies  are  encouraged  leading  to  techniques  for 
modifying  eating  behavior  and  stimulating  obese  adolescents  to  lead 
more  active,  healthful  life  styles. 

B.  Adolescent  Pregnancy 

Pregnancy  during  adolescence,  particularly  in  those  under  sixteen  years  of 
age,  impose  additional  stress  on  a young  woman  still  undergoing  maturation. 
The  following  require  research  attention: 

1.  Investigation  of  short-term  and  long-term  biomedical  sequalae  in  the 
mother  of  uncomplicated  pregnancy  in  early  adolescence. 

2.  Identification  of  quantifiable  indicators  of  adolescent  maternal  and 
fetal  health  at  various  times  during  pregnancy  in  order  to  improve 
prenatal  care,  particularly  in  the  highest  risk  populations. 

3.  Definition  of  energy  and  nutrient  demands  of  lactation  superimposed  on 
the  growth  process  in  the  young  adolescent  mother  in  terms  of  health 
and  development  of  both  mother  and  child. 

4.  Exploration  of  physiologic  and  metabolic  differences  between  pregnancy 
as  well  as  non-pregnant  young  adolescents  and  older  gravidas,  including 
the  disposition  and  action  of  pharmacologic  agents  such  as  ethanol  and 
nicotine,  as  well  as  other  agents  used  therapeutically. 


For  further  information  about  the  research  support  activities  related  to  adolescent 
nutrition  and  pregnancy  you  may  contact: 

Dr.  Merrill  S.  Read,  Chief 

Clinical  Nutrition  and  Early  Development  Branch 
Center  for  Research  for  Mothers  and  Children 
National  Institute  of  Child  Health 
and  Human  Development 
National  Institutes  of  Health 
Bethesda,  Maryland  20205 
(301)  496-5575 

C.  Adolescent  Biobehavioral  Development 

The  following  areas  of  research  are  of  major  interest: 

1.  The  relationships  between  alterations  in  hormone  levels  and  behavioral 
development  during  adolescence.  Development  variables  may  include 
gender -role  identity,  mood,  patterns  of  peer  and  social  interaction  and 
cognition. 

2.  Elec  trophy  siological  studies  of  brain  development  during  adolescence  in 
relation  to  cognition,  maturation  of  language  and  perception.  Of 
particular  interest  are  studies  of  brain  laterality  and  the  normative 
development  of  cognition,  thinking,  memory,  perception,  and  learning. 

3.  Studies  of  the  effects  of  rapid  changes  in  physical  growth  (height, 
weight,  secondary  sexual  characteristics,  muscular  development  and 
coordination,  etc.)  on  the  development  of  self-concept  in  adolescent 
boys  and  girls.  Of  particular  interest  is  the  role  played  by  menarche  in 
adolescent  females  in  their  development  of  self-concept  and  gender- 
role. 

D.  Adolescent  Cognitive  Development 

The  following  areas  of  research  are  of  major  interest: 

1.  Changes  in  cognitive  style. 

2.  Changes  in  thinking  styles. 

3.  Changes  in  language  ability. 

4.  Changes  in  reasoning  ability. 

5.  Changes  in  memory  capacity. 

E.  Adolescent  Social  and  Affective  Development 

The  following  areas  of  research  are  of  major  interest: 

1.  Changes  in  relationships  within  the  family  (parents,  siblings),  and 
outside  the  family,  including  other  adults  and  peers. 

2.  Personality  development  including  changes  in  the  adolescent's  concept 
of  self  from  that  of  immaturity  and  dependence  to  a sense  of 
competence,  self-regard,  autonomy,  and  the  assumption  of  adult  roles 
(including  work  and  career  orientations). 
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3.  Differences  related  to  sex-role  behavior  and  identity,  reflecting 
differing  adolescent  experiences  and  expectations  between  males  and 
females. 

4.  The  nature  of  the  adolescent  period,  the  critical  events  during  that 
period,  and  the  development  of  competency  in  handling  such  events. 

5.  Antecedent  conditions  that  lead  to  risk-taking  behaviors. 

6.  Antecedent  conditions  that  lead  to  prosocial  behaviors,  e.g.,  affiliation, 
nurturance,  generosity,  and  sharing. 

For  further  information  about  the  research  support  activities  described  above  you 
may  contact: 


Dr.  Norman  Krasnegor,  Chief 
Human  Learning  and  Behavior  Branch 
Center  for  Research  for  Mothers  and  Children 
National  Institute  of  Child  Health 
and  Human  Development 
National  Institutes  of  Health 
Bethesda,  Maryland  20205 

Telephone:  (301)  496-6591 


III.  CENTER  FOR  POPULATION  RESEARCH:  RESEARCH  GOALS  AND  SCOPE 

The  Center  for  Population  Research  has  a long-standing  and  continuing  interest  in 
the  demographic,  psychological,  economic,  social,  and  other  antecedents  and 
consequences  of  fertility.  The  Center  has  funded  research  in  such  areas  as  fertility 
regulation  and  family  planning,  fertility  trends,  childbearing  patterns,  female 
employment  and  fertility,  adolescent  pregnancy  and  fertility,  and  consequences  of 
family  size. 

The  Social  and  Behavioral  Sciences  Branch  of  the  Center  for  Population  Research  is 
calling  attention  to  a number  of  important  fields  in  which  there  has  been  relatively 
little  research.  The  areas  thus  targeted  as  in  need  of  research  include: 

A.  Antecedents  of  Risking  Unintended  Pregnancies 

B.  Consequences  of  Pregnancy  Losses  for  Adolescents 

C.  Adolescent  Childbearing  and  the  Family 

D.  Prevention  of  Adolescent  Pregnancy 

The  following  program  announcements  have  the  purpose  of  encouraging  the 
submission  of  research  grant  applications  in  these  designated  research  areas. 

A.  Antecedents  of  Risking  Unintended  Pregnancies 

Even  though  the  use  of  methods  of  fertility  regulation  has  increased,  the 
incidence  of  unprotected  intercourse  remains  fairly  high.  A large  number  of 


unintended  pregnancies,  especially  among  adolescents,  continues  to  occur. 
Numerous  investigators  have  attempted  to  discover  the  factors  involved  in 
unintended  pregnancies.  However,  available  data  on  the  reasons  for 
unintended  pregnancies  are  fragmentary,  few  in-depth  studies  have  been 
conducted,  and  some  important  segments  of  the  population  have  received 
relatively  little  attention. 

Studies  in  this  area  tend  to  be  descriptive  and  unsystematic,  rather  than 
based  on  comprehensive  theoretical  and  conceptual  frameworks, 
substantiated  by  empirical  evidence.  Research  is  needed  that  focuses  on  the 
antecedents  of  unprotected  sexual  relations,  thereby  elucidating  the  factors 
associated  with  and  contributing  to  the  non-use  or  infrequent  use  of  fertility 
regulating  methods.  In  developing  research  design  and  methodology, 
attention  should  be  given  to  why  past  studies  may  not  have  produced 
sufficiently  definitive  results. 

What  are  the  relative  strengths  of  biological  demographic,  psychological,  social 
cultural,  economic,  and  other  factors  that  interact  as  antecedents  of  the 
unprotected  sexual  relations  of  married  and  unmarried  males  and  females? 
Examples  of  such  factors  include  age,  sex,  ethnicity,  race,  educational  attainments, 
occupation,  marital  status,  socioeconomic  status,  biological  development, 
psychological  characteristics  (developmental  level,  maturity,  personality,  attitudes, 
motivations,  planfulness,  etc.),  personal/social  relationships  (with  partners,  parents, 
peers,  etc.),  knowledge  of  and  attitudes  toward  sex  and  reproduction,  knowledge  of 
and  attitudes  toward  fertility  regulating  methods  and  service  providers  (physicians, 
clinic  staffs,  etc.),  pregnancy  and  abortion  history,  living  situations  and  conditions, 
and  life  events. 

It  may  be  beneficial  to  the  research  to  include  a conceptual  model  based  on 
theories  in  such  relevant  areas  as  motivation,  decision-making,  risk-taking,  and 
cognition.  In-depth  approaches  and  innovative  designs  may  contribute  to  the 
empirical  testing  of  such  a conceptual  model  focusing  on  unprotected  sexual 
relations. 

Care  should  be  taken  to  develop  efficient  and  cost-effective  research  designs. 
Familiarity  with  the  literature  on  the  antecedents  of  unprotected  sexual  relations, 
including  relevant  theories  and  empirical  studies,  should  be  demonstrated. 

One  objective  of  the  research  should  be  to  develop  findings  and  test  theories  and 
implications  for  the  prevention  of  unintended  pregnancies.  Both  scientific 
understanding  and  practical  application  may  be  advanced  by  approaches  that  would 
attempt  to  develop  group  and  individual  profiles  of  persons  with  high  probability  of 
(a)  risking  unintended  pregnancies,  (b)  abstaining  from  sexual  relations,  or  (c)  using 
effective  contraception. 

B.  Consequences  of  Pregnancy  Losses  for  Adolescents 

Adolescents  experience  about  500,000  pregnancy  losses  per  year,  of  which 
approximately  400,000  are  induced  abortions,  and  about  100,000  are 
miscarriages.  Considerable  research  has  been  done  on  the  consequences  of 
abortion  for  women  who  are  beyond  adolescence.  However,  there  is  a paucity 
of  research  on  the  psychological,  social,  health,  and  other  consequences  of 
abortions  for  adolescents,  and  there  is  practically  no  research  on  the 
consequences  of  miscarriages  for  adolescents.  In-depth  research  on  these 
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problems  is  needed  because  important  differences  between  adolescents  and 
adults  may  contribute  significantly  to  differential  consequences  of  pregnancy 
losses.  For  example,  adults  and  adolescents  differ  in  biological, 
psychological,  social,  and  educational  maturity.  Also  there  are  differences  in 
such  factors  as  life-style  and  degree  of  independence,  as  well  as  in 
relationships  with  parents,  other  family  members,  sexual  partners,  peers, 
friends,  and  service  providers. 

How  do  various  relevant  factors  interact  to  contribute  to  the  psychological, 
social,  health  and  other  consequences  of  pregnancy  losses  for  adolescents, 
including  subsequent  sexual  and  fertility  regulating  behavior.  Factors  which 
may  be  considered  include  age,  race,  ethnicity,  educational  status,  level  of 
development  and  maturity  (biological,  psychological,  social),  personal/social 
relationships  (with  parents,  partners,  peers,  etc.),  service  providers 
(physicians,  clinic  staffs,  etc.),  religion,  socioeconomic  status,  pregnancy  and 
abortion  history,  use  of  fertility  regulating  methods,  length  of  time  following 
abortions  and  or  miscarriages,  and  life  events  following  abortions  and/or 
miscarriages,  and  life  events  following  abortions  and/or  miscarriages  (living 
with  parents,  marriage,  dropping  out  of  school,  obtaining  employment,  etc.). 
The  effect  of  the  pregnancy  loss  on  the  male  partner  is  also  of  interest. 

The  identification  of  appropriate  comparison  groups  for  adolescents  who 
obtain  abortions  or  have  miscarriages  is  a major  problem  of  the  research 
design,  which  requires  special  consideration  and  innovative  approaches.  The 
research  design  should  include' a conceptual  model  of  the  interrelationships 
among  factors  assumed  to  affect  the  consequences  of  pregnancy  losses  for 
adolescents.  Careful  selection  of  variables  and  samples  within  a well-defined 
conceptual  framework  should  contribute  to  the  development  of  efficient  and 
cost-effective  designs. 

An  understanding  of  the  consequences  of  pregnancy  losses  should  provide 
adolescents  with  better  bases  for  making  decisions  about  engaging  in  sexual 
relations,  using  contraception,  and  resolving  unintended  pregnancies.  Such 
knowledge  and  understanding  should  also  be  of  value  to  parents,  counselors, 
physicians,  teachers,  and  others  who  make  important  contributions  to 
adolescent  decision-making. 

C.  Adolescent  Childbearing  and  the  Family 

Considerable  research  has  addressed  the  effects  of  early  childbearing  on  the 
young  mothers  involved  and  on  their  offspring.  However,  less  attention  has 
been  paid  to  the  effects  on  young  fathers  and  the  extended  families 
involved.  Similarly,  research  on  the  antecedents  of  early  sexual, 
contraceptive,  and  fertility-related  behavior  has  focused  largely  on  the 
characteristics  of  the  young  woman,  less  on  the  male  or  the  partner 
relationship,  and  least  on  the  role  of  the  adolescents’  families.  This 
announcement  focuses  on  the  role  of  the  adolescents'  family  in  influencing 
fertility-related  behavior  and  the  effects  of  that  behavior  on  the  family. 
Current  research  suggests  that  the  families  of  adolescent  parents,  especially 
unmarried  mothers,  are  heavily  involved  in  the  consequences  of  her  birth. 
The  grandmother  may  become  a major  care-giver  for  the  baby,  and  the  family 
may  provide  room  and  board  or  direct  financial  support.  It  appears  that 
family  involvement  is  beneficial  for  the  adolescent  mother,  often  enabling 
her  to  return  to  school,  a key  to  future  economic  well-being.  Also  children  of 


adolescent  mothers  appear  to  benefit  from  the  involvement  of  another  adult, 
especially  an  experienced  care-giver.  There  is,  however,  no  comprehensive 
picture  of  the  social,  economic,  emotional  and  other  effects  of  adolescent 
childbearing  on  the  family.  Is  the  grandmother  likely  to  drop  out  of  the  labor 
force  to  care  for  the  infant  or  is  she  likely  to  enter  the  labor  force  to  help 
defray  additional  costs?  Are  there  economic  impacts  for  other  family 
members?  Does  the  parental  family  benefit  from  the  experience  of  helping 
to  rear  the  adolescent's  baby  or  does  such  involvement  introduce  special 
strains  into  the  grandparents'  marital  relationship,  the  parent-child 
relationships,  or  relationships  among  siblings?  There  is  also  interest  in 
research  on  the  role  of  the  family  as  an  antecedent  of  adolescent  sexual  and 
fertility-related  behaviors.  The  likelihood  of  an  adolescent  engaging  in  sexual 
relationships  appears  to  depend,  in  part,  on  family  structure,  religion, 
socioeconomic  status,  educational  aspirations  and  other  factors  heavily 
influenced  by  the  attitudes,  values  and  behaviors  of  parents. 

The  research  design  should  include  a conceptual  model  of  the 
interrelationships  among  factors  associated  with  adolescent  behavior  and  the 
role  of  the  family.  Careful  selection  of  variables  and  samples  within  a well- 
defined  conceptual  framework  should  contribute  to  the  development  of 
efficient  and  cost-effective  designs. 

Prevention  of  Adolescent  Pregnancy 

There  are  approximately  a million  teenage  pregnancies  a year,  of  which  about 
seventy-five  percent  are  unintended.  There  are  indications  that  these  figures 
will  increase  unless  ways  are  found  to  prevent  the  pregnancies.  A major 
determinant  of  future  trends  is  the  continuing  increase  of  sexual  activity 
among  unmarried  adolescents  with  the  majority  of  these  sexually  active 
teenagers  either  never  practicing  contraception  or  practicing  it 
inconsistently. 

Basic,  non -operational  research  is  needed  to  develop  theories  and  evidence 
upon  which  attempts  to  prevent  adolescent  pregnancies  may  be  based.  A 
major  aim  of  such  research  is  the  development  of  theory  and  data  bases 
regarding  the  malleability  of  behavior  in  these  areas.  While  much  can  be 
done  in  the  area  of  teen  fertility  regarding  program  evaluation,  that  is  not 
the  goal  of  this  announcement.  The  goal  here  is  to  support  basic  research  on 
the  factors  associated  with  adolescent  pregnancies,  the  likelihood  that 
behavior  can  be  modified,  and  the  circumstances  under  which  it  can  be 
changed. 

Hypotheses  concerning  the  modification  of  adolescent  fertility-related 
behavior  could  be  tested  in  research  with  clear  and  direct  implications  for 
initiating  or  developing  practicable,  feasible  and  balanced  approaches  to 
preventing  adolescent  pregnancies.  The  formulation  of  hypotheses  could  be 
based  on  analyses  of  the  literature  concerning  determinants  and  consequences 
of  adolescent  pregnancies.  However,  fruitful  leads  may  also  be  discovered  by 
analyzing  selected  literature  on  relevant  aspects  of  adolescent  development 
and  behavior. 

What  are  the  characteristics  and  behavior  of  adolescents  to  which  attention 
should  be  given  when  attempting  to  develop  theories  and  findings  upon  which 
approaches  to  the  prevention  of  pregnancy  might  be  based?  Examples  of  such 
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characteristics  and  behavior  include  developmental  level  (biological, 
psychological,  social,  etc.),  age,  sex,  race/ethnicity,  socioeconomic  status, 
education,  religion,  motivation,  attitudes,  personality,  emotion,  values, 
morals,  knowledge,  learning  and  congnitive  skills,  and  decision-making. 

What  are  the  life  experiences,  situations,  or  activities  that  may  influence 
adolescent  behavior  and  characteristics  toward  the  prevention  of 
pregnancies?  Examples  include  educational  activities  (sex,  health,  parental, 
and  other  kinds  of  education),  socialization  processes  (peer,  family, 
community,  etc.),  counseling  (individual,  group,  etc.),  contraceptive 
practices,  kinds  and  accessibility  of  service-providers,  religion,  and  couple 
relationships. 

Investigators  may  study  the  role  of  one  or  two  factors  in  the  prevention  of 
pregnancy.  However,  since  pregnancy  prevention  is  a multifaceted  problem, 
investigators  may  also  study  the  implications  of  a number  of  interacting 
factors  for  feasible  pregnancy  prevention  activities.  Investigators  may  use 
interdisciplinary  or  disciplinary  approaches  to  the  problems  of  pregnancy 
prevention. 

There  is  need  for  ingenious  and  innovative  research  designs  that  will  make  it 
possible  to  compare  and  evaluate  the  roles  which  one  or  more  factors  may 
play  in  the  prevention  of  pregnancy.  Innovative  designs  may  be  able  to 
accomplish  the  objectives  with  relatively  small-scale  studies  in  which  there 
has  been  careful  selection  of  variables  and  study  participants  with  a well- 
developed  conceptual  framework.  Investigators  may  be  able  to  locate 
existing  situations  which  can  be  subjected  to  meaningful,  comparative 
analyses.  These  suggestions  are  not  intended  to  limit  research  designs  or  the 
scale  of  the  studies,  but  to  request  that  careful  attention  be  paid  to 
developing  efficient,  cost-effective  designs.  Research  must  be  planned  with 
the  aim  of  developing  theories  and  findings  with  implications  for  feasible, 
workable  approaches  to  preventing  pregnancy. 

Correspondence,  including  request  for  advice  on  further  development  of 
applications  in  any  of  the  areas  targeted  by  the  Center  for  Population 
Research  as  needing  research,  should  be  directed  to: 

Dr.  Sidney  H.  Newman 
Social  and  Behavioral  Sciences  Branch 
Center  for  Population  Research 
National  Institute  of  Child  Health 
and  Human  Development 
Landow  Building,  Room  7C25 
7910  Woodmont  Avenue 
Bethesda,  Maryland  20205 

Telephone:  (301)496-1174 

IV.  MECHANISMS  OF  SUPPORT 

A variety  of  mechanisms  are  available  for  obtaining  grant  support  under  this 
program: 
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1.  The  research  project  grant,  the  traditional  NICHD  research  support 
mechanism; 

2.  The  New  Investigator  Research  Award,  a mechanism  described  in  the 
NIH  Guide  for  Grants  and  Contracts  Volume  9,  No.  1,  January  3,  1980; 
and 

3.  The  program  project  grant,  a mechanism  available  for  multidisciplinary 
research  involving  at  least  three  projects  with  a common  focus. 

V.  CRITERIA  FOR  REVIEW 

Applications  compete  on  the  basis  of  relative  scientific  merit  with  all  grant 
applications  before  the  NICHD.  They  are  formally  reviewed  by  NIH  peer  review 
groups  and  by  the  NICHD  National  Advisory  Council.  The  number  of  awards  made 
will  reflect  both  relative  merit  and  the  availability  of  grant  funds.  Some 
applications  reflect  overlapping  interests  of  more  than  one  Institute  for  funding 
purposes.  The  criteria  for  review  are  the  traditional  considerations  underlying 
scientific  merit  which  include  adequacy  and  appropriateness  of  the  approach; 
training,  experience,  and  research  competence  or  promise  of  the  investigator(s); 
the  adequacy  of  the  research  design;  the  suitability  of  the  facility;  and  the 
appropriateness  of  the  requested  budget  relative  to  the  work  proposed. 

VI.  METHOD  OF  APPLYING 

Applicants  are  asked  to  notify  the  NICHD  representative  at  least  one  month  prior 
to  formal  submission  of  an  application.  Include  name  of  principal  investigator, 
institutional  address,  title  of  application,  and  abstract  of  the  proposed  research. 
Indicate  that  the  application  is  in  response  to  this  announcement. 

For  research  projects  and  New  Investigator  Research  Awards,  use  form  PHS  398 
(Revised  5/80).  If  your  institution  does  not  have  these,  copies  may  be  obtained 
from: 


Office  of  Grants  Inquiries 
Division  of  Research  Grants 
National  Institutes  of  Health 
Bethesda,  Maryland  20205 

Telephone:  (301)  496-7441 

Information  concerning  program  project  grants  and  how  to  apply  can  be  obtained 

from  SBSB  staff. 

After  you  have  completed  the  application,  expedite  its  routing  within  NIH  by: 

1.  Checking  the  box,  item  2,  on  the  application  form  indicating  that  your 
proposal  is  in  response  to  this  announcement:  NICHD  ADOLESCENCE 
RESEARCH.  Indicate  also  the  Center  and  the  topic  to  which  the  application 
is  addressed. 

2.  Attaching  a cover  letter  repeating  that  this  application  is  in  response  to  the 
announcement:  NICHD  ADOLESCENCE  RESEARCH. 
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Forward  application  and  cover  letter  to: 

Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building,  Room  240 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 

Receipt  dates  for  research  project  grants  and  New  Investigator  Research 
Award  applications  are:  July  1,  November  1,  and  March  1;  receipt  dates  for 
the  program  project  grant:  June  1,  October  1,  and  February  1. 
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ANNOUNCEMENT 

RESEARCH  ON  STRESS  REACTIVITY  IN  ADOLESCENCE 
NATIONAL  INSTITUTE  OF  MENTAL  HEALTH 

(ALCOHOL,  DRUG  ABUSE,  AND  MENTAL  HEALTH  ADMINISTRATION, 
PUBLIC  HEALTH  SERVICE) 


Subject  to  availability  of  funds,  applications  for  mental  health  research  grants  will  be 
accepted  by  NIMH  under  receipt  dates  indicated  herein. 

I.  PURPOSE 

This  is  a request  for  research  grant  applications  to  increase  our  knowledge  of  the 
mechanisms  and  conditions  of  stress  reactivity  in  adolescence. 

Research  on  both  adolescence  and  stress  is  part  of  a continuing  concern  of  the 
National  Institute  of  Mental  Health.  However,  we  need  to  specify  the  mechanisms 
and  conditions  of  stress  reactivity  in  adolescence  that  influence  mental  health  or 
illness.  The  goal  of  the  National  Institute  of  Mental  Health  in  issuing  this 
announcement  is  to  encourage  basic  and  applied  adaptational  coping  in  adolescence. 

II.  BACKGROUND 

Adolescence  is  the  only  age  group  in  the  country  in  which  the  death  rate  is  rising. 
Improved  health  measures  have  prolonged  the  life  of  the  elderly  and  have  increased 
survival  in  early  childhood,  but  teenagers  are  dying  in  increasing  numbers  due  to 
suicide,  homicide,  drug  abuse,  and  alcohol -re  la  ted  automobile  accidents.  High 
rates  of  teenage  pregnancy  and  juvenile  crime  are  problems  acknowledged  by 
society  while  many  parents  are  concerned  about  the  prolonged  and  painful 
transition  of  their  own  children  into  adult  roles. 

Many  of  these  problems  are  the  concerns  of  agencies  other  than  the  National 
Institute  of  Mental  Health.  Our  specific  interest  is  in  the  stress  and  turmoil  which 
may  be  implicated  in  the  etiology  of  mental,  emotional  and  behavioral  disorders.* * 


Under  authority  of  Section  301  of  the  Public  Health  Service  Act,  as  amended,  P.L.  78- 
410,  42  U.S.C.  241  (42  CFR  Part  52),  the  National  Institute  of  Mental  Health  (NIMH)  is 
accepting  applications  for  research  grants  for  the  support  of  research  on  stress  reactivity 
in  adolescence.  This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance 
No.  13.242,  Mental  Health  Research,  and  administered  under  PHS  grant  policies  and 
Federal  regulations  42  CFR  Part  52  and  45  CFR  Part  74.  This  program  is  not  subject  to 
A-95  Clearinghouse  or  Health  Systems  Agency  review. 

_______ __________  « 

* The  National  Institute  of  Child  Health  and  Human  Development  (NICHD)  and  the 
National  Institute  of  Mental  Health  (NIMH)  are  announcing  their  interest  in 
supporting  research  on  adolescence.  Accepted  referral  guidelines  will  be  followed 
in  assigning  applications.  Although  the  missions  of  these  Institutes  are  different, 
some  research  projects  could  appropriately  receive  support  from  either 
organization.  Dual  assignment  of  such  applications  is  intended  to  assure  that 
projects  of  the  highest  quality  are  able  to  be  supported. 
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While  the  past  portrayal  of  adolescence  carried  too  heavy  an  emphasis  on  turmoil 
and  maladaption,  current  studies  support  a more  benign  view  of  "normative  crisis" 
in  which  the  adolescent  process  is  seen  as  difficult  but  normal.  This  is  not  to  say 
that  all  adolescents  have  a difficult  time.  But  many  do  because  adolescence  is  a 
period  of  extraordinary  change,  multiple  conflicts,  and  marked  societal  demands 
upon  the  individual. 

On  the  side  of  change,  there  are  the  hormonal,  physiologic,  and  somatic  changes 
reflected  in  pubertal  development.  Equally  important  psychological  changes  are 
spurred  on  by  this  rapid  physical  development,  or  perhaps  occur  concomitantly  and 
interact  with  it.  Cognitive  changes  during  this  period,  including  formal  logic,  may 
account  for  some  of  the  shifts  that  take  place.  Among  the  psychosocial  demands 
induced  by  puberty  are:  a heightened  sexuality,  the  growth  of  peer  attachments,  a 
striving  to  achieve  autonomy  from  and  to  reduce  dependency  on  parents,  the 
assumption  of  specific  gender  roles,  and  a heightened  search  for  personal  identity. 

These  multiple  changes  can  be  viewed  as  stressors  in  the  sense  that  they  entail 
significant  adaptation  needed  to  restore  a sense  of  homeostasis  to  the  individual. 

III.  SPECIFIC  AREAS  OF  INTEREST 

In  order  to  improve  our  ability  to  understand,  treat,  and  prevent  mental,  emotional, 
and  behavioral  disorders,  we  are  interested  in  increasing  our  knowledge  about  stress 
from  a developmental  perspective.  There  are  complex  interactions  that  occur 
among  biological,  cognitive,  affective,  and  behavioral  aspects  within  the  individual 
as  well  as  between  any  of  these  aspects  and  features  of  the  external  environment. 
Furthermore,  this  process  involves  reciprocal  influences  between  aspects. 
Proposals  may  involve  interdisciplinary  research  approaches  between  biological, 
cognitive,  affective,  and  behavioral  aspects  of  stress,  as  well  as  between  any  of 
these  aspects  and  the  environment. 

The  timing  of  developmental  changes,  the  extent  of  preparation  for  the  changes, 
individual  vulnerability,  and  social  supports  all  serve  to  mediate  the  effects  of 
developmental  stress  in  adolescence.  These  same  mediators  operate  not  only  with 
normative  developmental  stressors  but  with  unpredictable  stressors  as  well. 

The  developmental  tasks  of  adolescence  can  be  associated  with  normative  stresses 
that  have  intrapsychic  or  environmental  origins.  The  stressors  trigger  a range  of 
responses  that  vary  from  adaptive  to  maladaptive.  The  responses  can  be  mediated 
by  psychosocial  and/or  physiological  mechanisms.  What  are  the  relationships 
between  the  normative  stressors  of  adolescence,  coping  mechanisms,  and  adaptive 
and  maladaptive  responses?  How  are  defense  mechanisms  utilized  to  effectively 
channel  intense  affects?  How  are  disruptive  arousal  states  avoided?  What  are  the 
factors  that  lead  to  the  failure  of  defensive  operations? 

Many  researchable  issues  fall  within  the  realm  of  stress  reactivity  in  adolescence. 
It  should  especially  be  noted  that  in  speaking  of  stress  reactivity,  we  are  speaking 
of  functional  as  well  as  dysfunctional  reactions  to  stress  and  we  would  like  to  know 
how  some  adolescents  cope  in  spite  of  great  obstacles  or  handicaps. 

The  following  are  offered  as  illustrations  of  appropriate  topics,  but  applications 
need  not  be  limited  to  these  issues: 
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Biological  Development 

Puberty  involves  dramatic  internal  endocrine  changes  as  well  as  dramatic 
external  physical  changes.  What  are  the  important  psychological  changes 
spurred  by  this  development  and  how  do  they  affect  stress  reactivity?  How 
are  such  stresses  mediated?  What  are  characteristic  relationships  between 
stressors,  physiological  mechanisms,  and  maladaptive  behavior?  How  can 
neuroendocrine  responses  to  stress  facilitate  adaptation  in  adolescence? 

Cognitive  Development 

Young  people  develop  the  capacity  to  think  about  thinking  during  the 
adolescent  years.  Does  cognitive  change  amplify  the  stress  of  adolescence  or 
does  it  facilitate  coping? 

Peer  Relations 


What  are  the  functions  and  costs  of  peer  conformity  in  relationship  to 
normative  stresses  during  adolescence? 

Parents 


Relationships  with  parents  change  during  adolescence.  The  transition  in  the 
nature  of  the  adolescent/parent  relationship  may  proceed  smoothly  or  it  mayi 
be  very  difficult.  Under  what  circumstances  do  the  changes  of  this  period' 
create  stress  and  under  what  circumstances  do  parental  relationships  help 
modulate  stress? 

Preparation  for  Change 

The  extent  of  preparation  for  the  changes  of  adolescence  tends  to  mediate 
the  effects  of  developmental  stress.  The  adolescent  must  observe  situational 
cues;  understand  the  meaning  of  situational  demands  in  relation  to  individual, 
familial,  peer,  and  societal  values;  define  and  select  from  alternative  plans  of 
action;  and  finally  to  consummate  plans.  What  developmental  limitations 
increase  the  stress  of  negotiating  these  tasks? 

In  addition  to  the  above  substantive  topics,  methodological  projects  which  promise 
new  understanding  of  the  complex  processes  which  influence  adolescent  stress 
reactivity  will  be  considered.  The  employment  of  pre-existing  data  sets  and  their 
secondary  analysis  is  encouraged  provided  they  meet  all  the  criteria  of  scientific 
merit. 

IV.  ELIGIBILITY  REQUIREMENTS 

Grants  may  be  made  to  public  or  private  nonprofit  or  for-profit  institutions, 
organizations,  qualified  Federal  entities,  state  or  local  governments  and  their 
agencies. 

V.  FUNDING  AND  TERMS  AND  CONDITIONS  OF  SUPPORT  I 

Funds  estimated  at  one  million  dollars  per  year  are  available  to  support 
applications  submitted  in  response  to  this  announcement. 
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Grants  are  awarded  directly  to  the  applicant  institution.  Grant  funds  may  be  used 
only  for  those  expenses  which  are  directly  related  to  and  necessary  to  carry  out  the 
research  project,  and  must  be  expended  in  conformance  with  DHHS  cost  principles, 
the  Public  Health  Service  Grants  Policy  Statement,  applicable  Federal  regulations, 
and  conditions  set  forth  in  the  grant  award  document.  In  general,  grant  funds  may 
be  used  for:  (1)  direct  costs  which  are  necessary  to  carry  out  the  project,  including 
salaries,  consultant  fees,  supplies  and  equipment,  and  essential  travel;  and  (2) 
actual  indirect  costs  to  cover  related  overhead.  The  maximum  initial  period  of 
grant  support  will,  in  general,  be  limited  to  three  years.  Applications  will  undergo 
full  review  and  compete  for  available  funds  with  other  approved  projects. 

VI.  APPLICATION  PROCEDURES 

Applicants  should  use  form  PHS  398  (Rev.  5/80).  State  and  local  government 
agencies  should  use  form  PHS  5161.  Form  PHS  398  can  ordinarily  be  obtained  from 
the  Office  of  Sponsored  Programs  of  a university.  Both  application  kits  are  also 
available  from  the  following: 

Grants  Operations  Section 
Grants  Management  Branch 
National  Institute  of  Mental  Health 
Parklawn  Building  Room  7C-05 
5600  Fishers  Lane 
Rociville,  Maryland  20857 

Telephone:  (301)  443-4414 

Instructions  for  applicants  are  included  in  the  kit.  The  phrase,  "STRESS 
REACTIVITY  IN  ADOLESCENCE"  should  be  entered  in  item  2 on  the  face  page  of 
the  application. 

The  signed  original  and  six  copies  of  the  application  should  be  sent  directly  to  the 
following: 

Division  of  Research  Grants 
National  Institutes  of  Health 
Bethesda,  Maryland  20205 

VII.  CONTACT  OFFICE 

Investigators  considering  submitting  an  application  in  response  to  this  program 
announcement  are  strongly  encouraged  to  discuss  their  project  with  NIMH  staff  in 
advance  of  formal  submission.  This  can  be  done  either  through  a telephone 
conversation  or  through  a written  and  brief  (4-5  pages)  research  prospectus.  For 
further  information,  investigators  are  encouraged  to  contact: 

Sigmund  E.  Dragastin,  Ph.D. 

Chief,  Personality  and  Emotional  Processes 
and  Problems  Section 
Behavioral  Sciences  Research  Branch 
National  Institutes  of  Mental  Health 
Parklawn  Building  Room  10C-09 
5600  Fishers  Lane 
Rockville,  Maryland  20857 


Telephone:  (301)  443-3942 
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VIII.  RECEIPT  AND  REVIEW  SCHEDULE 


Applications  will  be  accepted  under  an  initial  receipt  date  of  July  1,  1982. 
Applications  received  by  that  date  will  receive  initial  scientific  review  in  October- 
November  1982,  and  review  by  the  National  Advisory  Mental  Health  Council  in 
February  1983,  with  possible  funding  by  April  1983.  The  initial  and  subsequent 
receipt  dates  are: 

Receipt  Date 

Initial  Review 

Council  Review 

Earliest 

Award  Date 

July  1 

Oct.  - Nov. 

February 

April 

November  1 

Feb.  - March 

May 

July 

March  1 

June 

September 

November 

REVIEW  PROCEDURES  AND  CRITERIA 

Applications  submitted  in  response  to  this  announcement  will  be  reviewed  in 
accordance  with  the  usual  Public  Health  Service  peer  review  procedures  for 
research  grants.  They  will  be  reviewed  first  for  scientific  and  technical  merit  by  a 
review  group  composed  primarily  of  non-Federal  scientific  consultants  (Initial 
Review  Group)  and  then  by  the  National  Advisory  Mental  Health  Council.  Only  i 
those  applications  recommended  for  approval  by  Council  will  be  considered  for  " 
funding. 

Factors  considered  in  evaluating  applications  include,  but  are  not  limited  to: 

Scientific  and  technical  merit  of  the  research  design,  approach,  and 
methodology. 

Originality  and  appropriateness  of  the  conceptualization  of  the 
research. 

Potential  contribution  of  the  research  to  the  field. 

Qualifications  and  experiences  of  the  principal  investigator  and 
proposed  staff. 

Availability  of  resources  necessary  to  the  research. 

Reasonableness  of  the  proposed  budget  in  terms  of  the  research 
proposal. 

X.  AWARD  CRITERIA 

Award  decisions  will  be  based  on  scientific  merit  as  judged  by  initial  review 
committee  and  Council  and  on  the  potential  of  the  research  for  contributing  to  our  . 
understanding  of  the  etiology,  treatment  or  prevention  of  mental  and  behavioral  l 
disorders. 
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NOTICE 


Enforcement  of  Page  Limitations  on  Grant  Applications 


The  PHS  398  grant  application  kit  has  specific  instructions  on  page  limitations  for 
certain  parts  of  an  application.  The  biographical  sketch  is  limited  to  two  pages.  In  the 
Research  Plan,  the  "Specific  Aims"  section  is  not  to  exceed  one  page,  the  "Significance" 
section  is  not  to  exceed  three  pages,  and  the  "Progress  Report/Preliminary  Studies" 
section  is  not  to  exceed  eight  pages  (excluding  the  lists  of  professional  personnel  and 
publications  and  the  appendix). 

Over  the  past  two  years,  the  NIH  has  given  the  scientific  community  an  opportunity  to 
become  accustomed  to  these  page  limitations,  but  the  increasing  workload  now 
necessitates  a firm  stance.  Starting  with  the  October  1,  1982  receipt  date,  applications 
that  exceed  the  above  page  limitations  without  the  required  brief  explanation  will  be 
returned. 

Please  Conserve  PHS  398  Forms 


Each  year  the  NIH  distributes  about  100,000  PHS  398  grant  application  kits,  but  only 
about  27,000  of  these  are  returned  as  submitted  applications.  We  don't  know  what 
happens  to  the  other  kits.  We  do  know  that  each  kit  is  expensive  to  print  and  mail,  and 
;hat  any  funds  saved  by  not  wasting  applications  could  be  used  elsewhere  in  the  NIH 
system.  In  order  to  conserve  forms  and  reduce  costs,  please  follow  these  guidelines: 

For  applicant  organizations: 

o Be  sure  the  staff  in  your  application  control  office  maintain  a tighter  control 
over  the  distribution  of  the  application  kits. 

For  investigators: 

o If  you  have  any  extra  PHS  398  grant  application  kits,  don't  save  them  or 
throw  them  away.  Give  them  to  colleagues  to  use  or  return  them  to  your 
institution's  application  control  office. 

o When  you  need  an  application  form,  don't  automatically  phone  the  NIH. 
Check  with  your  institution's  application  control  office,  for  these  offices  have 
been  sent  copies  of  the  PHS  398  kits  in  bulk  for  your  use. 


NOTICE 


AVAILABILITY  OF  PUBLICATION  ON  ANIMAL  MODELS  FOR  STUDYING 
DIABETES  MELLITUS  AND  ITS  COMPLICATIONS 

NATIONAL  INSTITUTES  OF  HEALTH  DIABETES  COORDINATING  COMMITTEE 


The  National  Institutes  of  Health  Diabetes  Coordinating  Committee  convened  a task 
force  to  explore  how  existing  or  new  animal  models  can  be  utilized  to  help  answer 
problems  about  the  etiology,  pathogenesis,  and  underlying  mechanisms  of  diabetes 
mellitus  and  its  complications.  Fifty-seven  scientists,  each  a recognized  expert  in  the 
field  of  diabetes  mellitus  research  or  animal  genetics,  were  invited  to  contribute  to  this 
effort.  During  a four-month  period,  the  participants  thoroughly  evaluated  the  available 
literature  on  animal  models  used  in  diabetes  research.  In  the  spring  of  1981,  the  group 
assembled  in  Bethesda,  Maryland,  to  discuss  their  findings.  The  task  force's  report  was 
published  as  a supplement  to  Diabetes  (Volume  31,  Supplement  1,  1982)  in  April,  1982.  A 
limited  number  of  copies  are  available  for  distribution  to  interested  scientists.  To 
request  a copy,  please  send  a self-addressed  label  to: 

Ms.  Susan  Stark 
Attention:  DIABETES 
Publications  Office 
Fogarty  International  Center 
Building  38A,  Room  609 
National  Institutes  of  Health 
Bethesda,  Maryland  20203 
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ANNOUNCEMENT 

UPDATE  OF  NEW  INVESTIGATOR  RESEARCH  AWARD 
PROGRAM  INFORMATION 


NIH  awarding  units  may  use  the  New  Investigator  Research  Award  (NIRA)  to  emphasize 
areas  of  investigation  that  are  perceived  to  need  special  emphasis.  Therefore,  any 
proposal  that  does  not  fall  within  one  of  the  listed  areas  will  be  returned.  It  is  suggested 
that  potential  applicants  contact  one  of  the  individuals  listed  below  prior  to  submitting 
an  application. 

NIA:  Research  programs  on  aging  support  studies  on  the  biological  processes  of  aging 

at  the  cellular,  tissue,  body  system  and  whole  organism  level;  clinical  research 
on  the  medical  problems  and  diseases  of  the  aged;  and  the  social,  cultural, 
economic  and  psychological  factors  affecting  both  the  aging  process  and  the 
status  of  older  people  in  society. 

Dr.  Don  Gibson 
National  Institute  on  Aging 
Building  31,  Room  5C06 
(301) 496-3398 

NIAID:  Research  with  clinical  relevance  in  virology,  immunology,  mycology  and 
tropical  diseases. 


Dr.  Luz  A.  Froehlich 
National  Institute  for  Allergy 
and  Infectious  Diseases 
Westwood  Building,  Room  704 
(301)  496-7131 

NIADDKiResearch  in  the  following  program  areas:  diabetes,  endocrinology,  metabolism, 
digestive  diseases,  liver  diseases,  pancreatic  diseases,  nutrition,  hematology, 
renal  physiology,  renal  pathophysiology,  urology,  chronic  renal  diseases, 
arthritis,  musculo-skeletal  and  skin  diseases. 

Dr.  George  Brooks 

National  Institute  of  Arthritis,  Diabetes, 

Digestive  and  Kidney  Diseases 
Westwood  Building,  Room  655 
(301)  496-7277 


For  a complete  description  of  the  NIRA,  see  NIH  Guide  for  Grants  and  Contracts, 
Volume  9,  Number  1,  January  3,  1980,  p.67. 
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NCI:  Research  in  cancer  etiology,  prevention,  detection,  diagnosis,  treatment, 

restorative  care  and  cancer  biology. 

Mr.  Herman  Fox 
Grants  Review  Branch 
Division  of  Extramural  Activities 
National  Cancer  Institute 
Westwood  Building,  Room  826 
(301)  496-5147 

NICHD:  Research  relating  to:  Mothers  and  children  (including  pregnancy  and  infancy, 
developmental  biology  and  nutrition,  mental  retardation,  child  and  adolescent 
development);  and  Population  (including  reproduction,  fertility-infertility, 
fertility  control,  social  and  behavioral  aspects  of  reproduction,  population 
change),  with  special  interest  in  the  social  and  behavioral  aspects  of  population 
research. 

Dr.  Betty  Pickett 
National  Institute  of  Child  Health 
and  Human  Development 
Building  31,  Room  2A04 
(301)  496-1848 

NIDR:  Research  in  cariology,  mineralization,  craniofacial  anomalies,  nutrition,  dental 

pain  control,  periodontal  diseases,  restorative  materials,  salivary  secretions, 
soft  tissue  diseases  and  selected  behavioral  studies. 

Dr.  George  Hausch 

National  Institute  of  Dental  Research 
Westwood  Building,  Room  509 
(301)  496-7748 

NIEHS:  Research  in  the  general  areas  of  epidemiology,  identification  of  environmental 
hazards,  development  of  test  methods  for  risk  assessment,  pollutant 
pharmacokinetics  in  both  the  body  and  the  external  environment,  and  molecular 
and  cellular  mechanisms  of  damage.  Special  emphasis  areas  include  physical 
factors,  and,  in  particular,  ionizing  and  non-ionizing  irradiation;  the  effects  of 
environmental  agents  on  the  endocrine  system,  digestion  and  nutrition;  the 
synergistic  and  additive  effects  of  smoking;  the  effects  of  environmental  agents 
upon  the  immune  system;  and  the  development  of  rapid,  reliable  and  inexpensive 
tests  for  toxicity. 


Dr.  Edward  Gardner 
National  Institute  of  Environmental 
Health  Sciences* 

Research  Triangle  Park,  North  Carolina 
(919)  541-7724 


* 


Except  as  noted  for  NIEHS  all  Institutes  are  located  in  Bethesda,  Maryland  20205 
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NEI:  Research  related  to  vision  and  disorders  of  the  visual  system:  retinal  and 

choroidal  diseases,  corneal  diseases,  cataract,  glaucoma,  strabismus,  amblyopia 
and  visual  processing. 


Dr.  Ronald  Geller 
National  Eye  Institute 
Building  31,  Room  6A03 
(301)  496-4903 

NIGMS:  Research  in  anesthesiology,  trauma  and  burns. 

Dr.  Elizabeth  O'Hern 
National  Institute  of  General 
Medical  Sciences 
Westwood  Building,  Room  952 
(301)  496-7001 

NHLBI:  Research  in  areas  related  to  heart,  blood  vessel,  lung,  and  blood  diseases  and 
blood  resources. 


Dr.  Henry  G.  Roscoe 
National  Heart,  Lung,  and 
Blood  Institute 

Westwood  Building,  Room  7A1 7 
(301)  496-7225 

NLM:  Research  in  information  science  for  representation  of  medical  knowledge  and 

its  application  to  the  health  care  system.  Studies  using  computer  based  systems 
for  information  retrieval  and  application  to  actual  problems  confronting  the 
health  professional.  Research  in  new  methods  of  classifying,  indexing  and 
abstracting  information  for  the  organization  of  biomedical  knowledge.  Greater 
research  in  user  needs  and  behavior  and  the  properties  of  the  user/system 
interface. 


Dr.  Roger  Dahlen 
National  Library  of  Medicine 
Federal  Building,  Room  902 
(301)  496-4221 

NINCDS:  Research  in  basic  and  clinical  neurosciences  and  in  basic  and  clinical 
communicative  sciences. 

Dr.  John  W.  Diggs 

National  Institute  of  Neurological  and 
Communicative  Disorders  and  Stroke 
Federal  Building,  Room  1016 
(301)  496-4188 


DRR:  Research  in  the  following  technological  areas:  computer  science  applications  in 

medicine,  biomedical  engineering,  nuclear  magnetic  resonance,  electron  spin 
resonance,  electron  microscopy  or  biomedical  kinetics.  Research  in  laboratory 


animal  sciences  related  to  etiology,  pathogenesis  and  control  of  laboratory 
animal  diseases  and  environmental  requirements  of  laboratory  animals.  Studies 
directed  toward  finding  animal  models  of  human  disease. 

Dr.  Francis  3.  Kendrick 
Division  of  Research  Resources 
Building  31,  Room  5B05 
(301)  496-5507 
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ANNOUNCEMENT 


SMALL  GRANT  PROGRAM 


DEPARTMENT  OF  HEALTH  AND  HUMAN  SERVICES 
PUBLIC  HEALTH  SERVICE 

ALCOHOL,  DRUG  ABUSE,  AND  MENTAL  HEALTH  ADMINISTRATION 
NATIONAL  INSTITUTE  OF  MENTAL  HEALTH 
NATIONAL  INSTITUTE  ON  DRUG  ABUSE 

NATIONAL  INSTITUTE  ON  ALCOHOL  ABUSE  AND  ALCOHOLISM 


The  Alcohol,  Drug  Abuse,  and  Mental  Health  Administration  (ADAMHA)  announces  an 
increase  in  the  direct  cost  limit  for  Small  Grant  Program  applications  to  $15,000. 
Support  is  limited  to  a one-year  period  and  is  not  renewable.  This  announcement  is 
applicable  to  grants  awarded  after  October  1,  1982  (the  beginning  of  Fiscal  Year  1983). 

The  ADAMHA  Small  Grant  Program  accepts  applications  that  fall  within  the  program 
interests  of  the  National  Institute  of  Mental  Health  (NIMH),  the  National  Institute  on 
Alcohol  Abuse  and  Alcoholism  (NIAAA),  and  the  National  Institute  on  Drug  Abuse 
(NIDA).  This  program  is  primarily  coordinated  by  the  NIMH.  However,  each  Institute 
makes  awards  for  small  grants  relevant  to  its  mission. 

PURPOSE 

The  ADAMHA  Small  Grant  Program  provides  relatively  rapid  financial  support  which  is 
principally  intended  for  newer,  less  experienced  investigators,  those  at  small  colleges, 
and  others  Who  do  not  have  regular  research  grant  support  or  resources  available  from 
their  institutions.  Small  grants  may  be  used  to  carry  out  exploratory  or  pilot  studies,  to 
develop  and  test  a new  technique  or  method,  or  to  analyze  data  previously  collected. 

The  ADAMHA  Small  Grant  Program  invites  applications  for  research  grants  which  cover 
the  entire  range  of  scientific  areas  relevant  to  mental  health,  or  to  drug  or  alcohol 
abuse.  While  proposals  may  involve  a wide  variety  of  biomedical,  behavioral  and  related 
disciplines,  relevance  to  the  missions  of  the  ADAMHA  Institutes  must  be  present. 
Applications  for  studies  aimed  at  problems  outside  these  areas  will  not  be  accepted. 
Programmatic  areas  of  interest  are  described  in  the  documents  listed  on  page  4 of  this 
announcement.  Potential  applicants  with  questions  concerning  acceptability  of  their 
proposed  work  should  contact  the  NIMH  Small  Grant  Program,  which  is  primarily 
responsible  for  coordinating  the  whole  program. 

LEGAL  BASIS 


This  program  is  conducted  under  the  authority  of  Section  301  of  the  Public  Health 
Service  Act  (42  U.S.C.  241)  and  Section  501  of  the  Comprehensive  Alcohol  Abuse  and 
Alcoholism  Prevention,  Treatment  and  Rehabilitation  Act  of  1970,  as  amended  (42  U.S.C. 
4585).  Governing  regulations  are  contained  at  42  CFR  Part  52.  In  addition,  portions  of 
the  following  regulations  may  also  be  relevant  and  applicable: 

42  CFR  2 Confidentiality  of  Alcohol  and  Drug  Abuse  Patient  Records 

45  CFR  46  Protection  of  Human  Subjects 

The  Animal  Welfare  Act  of  1966  (Public  Law  89-544)  as  Amended 
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45  CFR  74  Aministration  of  Grants 

45  CFR  80  Nondiscrimination  under  Programs  Receiving  Federal  Assistance 
through  the  Department  of  Health,  Education,  and  Welfare  Effectuation  of  Title 
VI  of  the  Civil  Rights  Act  of  1964 

45  CFR  84  Nondiscrimination  on  the  Basis  of  Handicap  in  Programs  and 
Activities  Receiving  or  Benefiting  from  Federal  Financial  Assistance 

45  CFR  86  Nondiscrimination  on  the  Basis  of  Sex  in  Education  Programs  and 
Activities  Receiving  or  Benefiting  from  Federal  Financial  Assistance 

45  CFR  91  Nondiscrimination  on  the  Basis  of  Age  in  Programs  and  Activities 
Receiving  or  Benefiting  from  Federal  Financial  Assistance 

Sections  of  the  Code  of  Federal  Regulations  are  available  in  booklet  form  from  the  U.S. 
Government  Printing  Office. 

AVAILABILITY  OF  FUNDS 


An  estimated  total  of  two  million  dollars  is  budgeted  annually  by  the  three  ADAMHA 
Institutes  for  the  support  of  the  research  grants  described  in  this  announcement. 

ELIGIBILITY  AND  TERMS  OF  SUPPORT 

Applications  for  small  research  grants  may  be  submitted  by  any  public  or  private,  profit 
or  nonprofit  institution  such  as  a university,  college,  hospital,  laboratory,  and  units  of 
State  and  local  government. 

Small  grant  support  may  not  be  requested  to  supplement  research  projects  already  being 
supported,  or  to  provide  interim  support  of  projects  under  review  by  the  Public  Health 
Service.  Simultaneous  submissions  of  both  a small  and  regular  research  grant  application 
on  the  same  topic  will  not  be  accepted.  Small  grant  support  may  not  be  requested  for 
thesis,  or  dissertation  research. 

Current  Public  Health  Service  regulations  and  policies  for  research  project  grants, 
including  allowable  direct  costs,  cost-sharing  requirements,  and  indirect  cost  rates,  also 
apply  to  ADAMHA  small  grants.  Support  for  subsequent  years  may  be  requested  through 
the  regular  research  grant  programs  of  the  Public  Health  Service. 

SUBMISSION  PROCEDURES 


Small  grant  applications  may  be  submitted  at  any  time  and  without  regard  to  the  receipt 
dates  that  pertain  to  the  regular  research  grant  program.  However, 

APPLICATIONS  REQUESTING  EARLY  SUMMER  (JUNE)  STARTING  DATES  MUST 
BE  RECEIVED  NO  LATER  THAN  DECEMBER  1;  APPLICATIONS  WITH  JULY 
AND  AUGUST  STARTING  DATES  MUST  BE  RECEIVED  NO  LATER  THAN 
FEBRUARY  1. 
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Receipt  Date  by  DRG  Initial  Review  Council 


Earliest  Start  Date 


Early  October 


November 

January 

April 

June 

September 


January 

May 

May 

September 

September 


February  1 or  March  1 
May  1 or  June  1 
July  1 or  August  1 
Sept,  or  December  1 
December  1 


December  1 
February  1 
Early  May 


Early  August 


Applications  will  be  processed  as  they  are  received  and  will  be  assigned  to  the  next 
scheduled  meeting  of  the  Mental  Health  Small  Grant  Review  Committee,  which  meets 
five  times  a year,  followed  by  review  by  the  National  Advisory  Mental  Health  Council, 
the  National  Advisory  Council  on  Alcohol  Abuse  and  Alcoholism,  or  the  National 
Advisory  Council  on  Drug  Abuse.  Approximately  five  months  should  be  allowed  between 
submission  of  the  application  and  the  desired  starting  date  of  the  grant. 

Application  form  PHS  398  (used  in  applying  for  other  Public  Health  Service  research 
grants)  is  used  in  applying  for  a small  grant.  Please  indicate  "ADAMHA  Small  Grant 
Program"  in  item  2 on  the  face  page  of  the  application.  The  forms  should  be  completed 
according  to  the  instructions  accompanying  the  forms.  It  is  suggested  that  inexperienced 
applicants  ask  a senior  colleague  for  a critical  reading  prior  to  submitting  the  completed 
application.  Application  forms  may  be  obtained  from  university  sponsored  research 
offices.  Applicants  from  State  or  local  governments  should  use  application  form  PHS 
3161.  If  not  available,  application  forms  may  be  requested  from  the  NIMH  Small  Grants 
Program  Office.  Applications  should  be  submitted  to  the  following  address: 


Division  of  Research  Grants 
Westwood  Building,  Room  240 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 


REVIEW  CRITERIA 

All  applications  are  reviewed  by  the  Mental  Health  Small  Grant  Review  Committee.  The 
basic  criteria  for  review  of  small  grant  applications  include  overall  quality  and  scientific 
merit  of  the  proposed  research.  Scientific  merit  involves  considerations  such  as  the 
research  design,  feasibility  of  the  study,  soundness  of  the  approach,  creativeness,  and  the 
qualifications  and  experience  of  the  investigators.  The  availability  of  suitable  facilities 
to  perform  the  proposed  studies,  the  supportive  nature  of  the  research  environment,  and 
the  appropriateness  of  the  proposed  budget  for  the  research  program  are  also  important 
evaluative  factors. 

AWARD  CRITERIA 

Criteria  for  funding  of  applications  are  the  scientific  merit  of  the  proposal  and  the 
relevance  to  areas  of  interest  described  in  each  institute's  research  grant 
announcements.  The  availability  of  funds  will  also  be  considered  in  determining  which 
awards  will  be  made. 


10 


OTHER  RELEVANT  INFORMATION 


For  information  about  the  Small  Grant  Program,  as  well  as  NIMH  program 
announcements,  please  contact: 


Dr.  Ellen  Simon  Stover 
Chief,  Small  Grants  Program 
National  Institutes  of  Mental  Health 
Alcohol,  Drug  Abuse,  and  Mental  Health 
Administration 

Parklawn  Building,  Room  10-104 
5600  Fishers  Lane 
Rockville,  Maryland  20857 

Telephone:  (301)  443-4337 

FOR  PROGRAM  ANNOUNCEMENTS  FOR  NIDA  AND  NIAAA,  PLEASE  CONTACT: 

NIDA  Research  Program  Announcements 
National  Institute  on  Drug  Abuse 
Parklawn  Building,  Room  9-36 
5600  Fishers  Lane 
Rockville,  Maryland  20857 

NIAAA  Research  Program  Announcements 
National  Institute  on  Alcohol  Abuse  and  Alcoholism 
Parklawn  Building,  Room  14C-17 
5600  Fishers  Lane 
Rockville,  Maryland  20857 
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NOTICE 

SPECIAL  EDITION 

National  Research  Service  Awards 
Guidelines 
for 

Individual  Awards  - Institutional  Grants 


The  administrative  guidelines  for  the  National  Research  Service  Award  program  have 
been  published  as  a special  edition  to  this  volume  of  the  NIH  Guide  for  Grants  and 
Contracts.  The  guidelines  have  been  revised  to  reflect  the  legislative  changes  enacted 
by  the  Omnibus  Reconciliation  Act  of  August  13,  1981  and  other  administrative  changes. 

Copies  of  the  guidelines  are  being  sent  directly  to  the  current  program  directors  of 
institutional  training  grants,  individual  fellowship  recipients,  and  the  Business  Offices 
and  Sponsored  Programs  Offices  of  the  grantee  institutions  that  receive  NRSA  Support 
from  NIH,  ADAMHA,  and  HRA/DN. 

Additional  copies  are  available  upon  request  from: 

Office  of  Grant  Inquiries 
Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  449 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 

Telephone:  301  - 496-7441 


NOTICE 

ERRATA 


An  Announcement  in  the  April  23,  1982  Guide  for  Grants  and  Contracts  (Vol.  11,  No.  5) 
entitled  "Request  for  Research  Grant  Applications:  RFA  NIH-NIAID  82-8  Centers  for 
Interdisciplinary  Research  on  Immunologic  Diseases,  National  Institute  of  Allergy  and 
Infectious  Diseases,  was  printed  with  an  incorrect  receipt  date  for  applications.  The 
correct  application  receipt  date  should  be  October  15,  1982. 


NOTICE 


Comments  Invited  on  Alert  Records 


In  accordance  with  the  requirements  of  the  Privacy  Act,  the  Public  Health  Service  (PHS) 
recently  published  notice  of  a new  Privacy  Act  system  of  records,  09-25-0151, 
"Administration:  Alert  Records  Concerning  Investigations  or  Determinations  of 

Misconduct  by  Current  or  Potential  Recipients  of  Funds  for  Biomedical  Research."  PHS 
has  also  described  routine  uses  for  this  system. 

The  full  text  of  the  notice  may  be  found  in  the  Federal  Register,  Voi.  47,  No.  92,  May  12, 
1982,  pages  20381-20383.  Briefly,  the  system  establishes  a "flagging"  procedure  for 
incoming  grant  applications  and  contract  proposals  to  enable  the  National  Institutes  of 
Health  (NIH)  to  make  informed  decisions  on  appropriate  actions  regarding  awards  of 
research  funds  to  individuals  who  are  subjects  of  ongoing  investigations  of  possible 
wrong-doing  or  have  been  shown  to  have  engaged  in  misconduct.  It  establishes  a 
procedure  for  alerting  the  directors  of  NIH  awarding  units  whenever  an  individual  who  is 
under  investigation  requests  funds,  and  provides  for  consideration  of  that  information 
before  a decision  about  an  award  is  made.  The  system  does  not  prohibit  making  an  award 
when  an  investigation  is  underway  but  requires  the  Director  of  the  awarding  unit  to 
consult  with  the  NIH  Associate  Director  for  Extramural  Research  and  Training  prior  to 
making  a funding  decision. 

Access  to  information  on  pending  investigations  is  strictly  controlled.  Staff  who  flag 
incoming  requests  do  not  know  whether  they  are  doing  so  for  purposes  of  the  alert  or  for 
other  reasons.  No  information  related  to  the  alert  is  entered  in  the  central  NIH  data 
base. 

Please  note  that  although  the  Federal  Register  notice  establishes  dune  11,  1982,  as  the 
deadline  for  comments,  NIH  will  accept  comments  until  duly  15,  1982,  in  order  to 
accommodate  readers  of  the  Guide  who  may  not  have  seen  the  Federal  Register  notice. 
Comments  should  be  addressed  to: 

Dr.  Kenneth  Thibodeau 
NIH  Privacy  Act  Coordinator 
Building  31  - Room  3B07 
9000  Rockville  Pike 
Bethesda,  Maryland  20205 


Telephone:  301  - 496-4606 
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REANNOUNCEMENT 

BIOMEDICAL  RESEARCH  SUPPORT  SHARED  INSTRUMENTATION  GRANTS 

DIVISION  OF  RESEARCH  RESOURCES 

Application  Receipt  Date:  October  15,  1982 
Council  Date:  June  1983 


I.  BACKGROUND 

As  part  of  its  mission  to  create,  develop,  and  maintain  research  resources  needed 
by  NIH-supported  biomedical  investigators  throughout  the  nation,  the  Division  of 
Research  Resources  (DRR)  is  continuing  its  competitive  biomedical  shared 
instrumentation  grant  program  initiated  in  Fiscal  Year  (FY)  1982.  The  program 
was  established  in  recognition  of  the  long-standing  need  in  the  biomedical  research 
community  to  cope  with  rapid  technological  advances  in  instrumentation  and  the 
rapid  rate  of  obsolescence  of  existing  equipment.  The  objective  of  the  program  is 
to  make  available,  to  institutions  with  a high  concentration  of  NIH  extramural 
research  awards,  research  instruments  which  can  only  be  justified  on  a shared  use 
basis  and  for  which  meritorious  research  projects  are  described. 

All  unfunded  applications  submitted  for  the  FY  1982  review  cycle  will  be 
administratively  withdrawn  by  the  DRR,  unless  the  applicant  is  notified  to  the 
contrary. 

Eligible  institutions  may  submit  applications  requesting  the  same,  similar  or 
different  instrumentation  for  the  FY  1983  review  cycle. 

II.  RESEARCH  GOALS  AND  SCOPE 

This  program  is  designed  to  meet  the  special  problem  of  acquisition  and  updating  of 
expensive  shared-use  instruments  which  are  not  generally  available  through  other 
NIH  mechanisms,  such  as  the  regular  research,  program  project  and  center  grant 
programs,  the  Biomedical  Research  Support  (BRS)  Grant  Program  and  other  DRR 
programs  such  as  Animal  Resources  and  the  Biotechnology  Resources  Program. 
The  latter  program  emphasizes  development  of  the  instrument  and  associated 
research  methodology,  research  aspects  which  are  not  required  in  the  new  BRS 
Shared  Instrumentation  Program.  The  BRS  Shared  Instrumentation  Program  is 
intended  for  a broad  community  of  NIH  supported  investigators. 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.337, 
Biomedical  Research  Support.  Awards  will  be  made  under  the  authority  of  the  Public 
Health  Service  Act,  Section  301  (Public  Law  78-410,  as  amended;  42  USC  241)  and 
administered  under  PHS  grant  policies  and  Federal  Regulations  42  CFR  Part  52  and  42 
CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems 
Agency  review. 
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III.  ELIGIBILITY 

The  shared  instrumentation  grant  program  is  a subprogram  of  the  Biomedical 
Research  Support  (BRS)  Grant  Program  of  DRR.  Awards  are  made  under  the 
authority  of  the  BRS  program  and  are  made  to  institutions  only,  not  to  individuals. 
In  FY  1983,  eligibility  is  limited  to  those  grantees  which  received  a BRS  grant 
award  in  FY  1982.  NIH  records  will  be  used  to  verify  eligibility.  Only  one 
application  for  a single  shared  instrument  may  be  submitted  by  each  eligible  BRS 
grantee  in  a review  cycle.  Applications  will  be  received  only  once  per  year.  The 
program  is  highly  competitive.  Approximately  $5.0  million  have  been  requested  for 
the  program  in  FY  1983.  At  this  funding  level,  it  is  expected  that  a minimum  of  20 
and  a maximum  of  66  awards  would  be  made  in  1983.  Future  funding  is  contingent 
on  the  availability  of  appropriated  funds. 

IV.  MECHANISM  OF  SUPPORT 

BRS  Shared  Instrumentation  Grants  provide  support  for  expensive  state-of-the-art 
instruments  utilized  in  biomedicad  research.  Applications  are  limited  to 
instruments  that  cost  at  least  $75,000  per  instrument  or  system.  Types  of 
instrumentation  supported  include,  but  are  not  limited  to,  nuclear  magnetic 
resonance  systems,  electron  microscopes,  mass  spectrometers,  protein 
sequencer/amino  acid  analyzers  and  cell  sorters.  Support  will  not  be  provided  for 
general  purpose  equipment  or  "stand  alone"  computer  systems. 

Awards  will  be  made  for  the  direct  costs  of  acquisition  of  new,  or  the  updating  of 
existing,  research  instruments.  The  institution  must  meet  those  costs  (not  covered 
in  the  normal  purchase  price)  required  to  place  the  instrumentation  in  operational 
order  as  well  as  the  maintenance,  support  personnel  and  service  costs  associated 
with  maximum  utilization  of  the  instrument.  There  is  no  upper  limit  on  the  cost  of 
the  instrument,  but  the  maximum  award  is  $250,000.  Grants  will  be  awarded  for  a 
period  of  one  year  and  are  not  renewable.  Supplemental  applications  will  not  be 
accepted.  The  program  does  not  provide  indirect  costs  or  support  for  construction 
or  alterations  and  renovations.  If  the  amount  of  funds  requested  does  not  cover  the 
total  cost  of  the  instrument,  an  award  will  not  be  made  unless  the  remainder  of  the 
funding  is  assured.  Description  of  the  proposed  co-funding  must  be  presented  with 
the  application.  Assurance  of  co-funding,  signed  by  an  appropriate  institutional 
official,  must  be  presented  to  DRR  prior  to  the  issuance  of  an  award.  The  shared 
instrument  will  not  be  transferable  outside  of  the  institution  to  which  it  is  awarded. 

A major  user  group  of  three  or  more  investigators  should  be  identified.  Each  major 
user  must  have  NIH  peer-reviewed  research  support  at  the  time  of  the  award.  The 
application  must  show  a clear  need  for  the  instrumentation  by  projects  supported 
by  multiple  NIH  research  awards  and  demonstrate  that  these  projects  will  require 
at  least  75%  of  the  total  usage  of  the  instrument.  Major  users  can  be  individual 
researchers,  or  a group  of  investigators  within  the  same  department  or  from 
several  departments  at  the  applicant  institution.  NIH  extramural  awardees  from 
other  institutions  may  also  be  included. 

If  the  major  user  group  does  not  require  total  usage  of  the  instrument,  access  to 
the  instrument  can  be  made  available  to  other  users  upon  the  advice  of  the  advisory 
committee.  These  users  need  not  be  NIH  awardees  but  priority  should  be  given  to 
NIH-supported  scientists  engaged  in  biomedical  research. 
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A progress  report  shall  be  required  for  three  years.  The  report  will  cover  the 
period  August  1 through  July  31  and  be  submitted  within  30  days  following  the 
reporting  period.  The  report  must  describe  the  use  of  the  instrument,  listing  all 
users,  and  indicate  the  value  of  the  instrumentation  to  the  research  of  the  major 
users  and  to  the  institution  as  a whole. 

V.  ADMINISTRATIVE  ARRANGEMENTS 

Each  applicant  institution  must  propose  a Principal  Investigator  who  can  assume 
administrative/scientific  oversight  responsibility  for  the  instrumentation 
requested.  An  internal  advisory  committee  to  assist  in  this  responsibility  should 
also  be  utilized.  It  is  expected  that  in  most  cases,  the  BRS  Program  Director  and 
extant  BRS  advisory  apparatus,  augmented  with  members  having  technical  and 
scientific  expertise  regarding  the  instrumentation  requested,  can  serve  this 
function.  However,  there  may  be  circumstances  where  other  existing  or  proposed 
arrangements  are  more  appropriate  for  the  applicant  institution. 

In  any  event,  the  Principal  Investigator  and  the  advisory  group  are  responsible  for 
the  development  of  guidelines  for  shared  use  of  the  instrument,  for  preparation  of 
all  reports  required  by  the  NIH,  for  relocation  of  the  instrument  within  the  grantee 
institution  if  the  major  user  group  is  significantly  altered  and  for  continued  support 
for  the  maximum  utilization  and  maintenance  of  the  instrument  in  the  post  award 
period. 

A plan  should  be  proposed  for  the  day-to-day  management  of  the  instrument 
including  designation  of  a qualified  individual  to  supervise  the  operation  of  the 
instrument  and  to  provide  technical  expertise  to  the  users.  Specific  plans  for 
sharing  arrangements  and  for  monitoring  the  use  of  the  instrument  should  be 
described. 

VI.  REVIEW  PROCEDURES  AND  CRITERIA 

Applications  are  reviewed  by  specially  convened  initial  review  groups  of  the 
Division  of  Research  Grants  for  scientific  and  technical  merit  and  by  the  BRS 
Subcommittee  of  the  General  Research  Support  Review  Committee  and  the 
National  Advisory  Research  Resources  Council  of  the  Division  of  Research 
Resources  for  program  considerations.  Funding  decisions  are  the  responsibility  of 
the  Division  of  Research  Resources  and  will  not  be  made  prior  to  June  15,  1983. 

Criteria  for  review  of  applications  include  the  following: 

1.  The  extent  to  which  an  award  for  the  specific  instrument  would  meet  the 
scientific  needs  and  enhance  the  planned  research  endeavors  of  the  major 
users  by  providing  an  instrument  that  is  unavailable  or  to  which  availability  is 
highly  limited. 

2.  The  availability  and  commitment  of  the  appropriate  technical  expertise 
within  the  major  user  group  or  the  institution  for  use  of  the  instrumentation. 

3.  The  adequacy  of  the  organizational  plan  for  administration  of  the  grant 
including  sharing  arrangements  for  use  of  the  instrument. 

4.  The  institution's  commitment  for  continued  support  of  the  utilization  and 
maintenance  of  the  instrument. 
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5.  The  benefit  of  the  proposed  instrument  to  the  overall  research  community  it 
will  serve. 

VII.  METHOD  OF  APPLYING 
A.  Application  Format 

Applications  are  to  be  submitted  on  the  standard  PHS  research  grant 
application  form  (PHS-398,  Rev.  5/80)  available  from  most  institutional 
business  offices  or  the  Division  of  Research  Grants,  NIH.  Instructions 
supplied  with  these  forms  should  be  followed  except  for  the  following; 

1.  Face  page  of  the  application 

a.  Item  1.  The  instrument  requested  should  be  named  in  the  title  of 
the  proposal. 

b.  Item  2.  Write  in  "DRR-BRS  SHARED  INSTRUMENTATION 
GRANT" 

c.  Item  6.  Write  in  August  1,  1983  - July  31,  1984. 

d.  Item  12.  Complete  Item  12  and  type  in  the  institution's  BRS  grant 

number.  { 

(Note  at  the  bottom  of  the  page  if  a duplicate  application  has 
been  sent  to  another  agency.) 

2.  Application  page  2.  Identify  the  Principal  Investigator,  the  major  user 
group  and  the  complete  grant  number(s)  for  each  of  the  users  currently 
active  NIH  research  support. 

3.  Application  page  4.  A detailed  breakdown  of  the  direct  costs  requested 
will  be  shown  on  the  budget  page.  Provide  a complete  description  of 
the  instrument  including  manaufacturer,  model  number  and  cost 
including  tax  and  import  duties,  if  applicable.  If  possible,  the  model 
chosen  should  be  justified  by  comparing  its  performance  with  other 
available  instruments. 

4.  Application  page  5.  Budget  Estimates  for  All  Years.  Not  applicable;  do 
not  submit. 

5.  Biographical  Sketch.  In  addition  to  the  personnel  listed  on  page  2, 
include  a biographical  sketch  of  the  person(s)  who  will  be  in  charge  of 
maintenance  and  operation  of  the  instrument  and  a brief  statement  of 
the  qualifications  of  the  individual.  Biographical  sketches  should  not 
exceed  2 pages  for  each  individual. 

Section  2 of  the  application.  Provide  information  relative  to  the  points  { 
identified  under  criteria  for  review  including: 

1.  A description  of  similar  instruments  existing  at  the  institution  or 
at  nearby  institutions  and  a justification  why  new  or  updated 
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equipment  is  needed.  A clear  justification  should  be  given  for  the 
choice  of  the  instrument  and  ancillary  accessories  requested. 

2.  A description,  by  major  users,  of  the  research  projects  for  which 
the  instrumentation  is  required.  The  descriptions  need  not  be  of 
the  detail  of  a regular  research  grant  application  (should  not 
exceed  4 pages)  but  should  point  out  the  benefit  of  the  proposed 
instrument  to  the  research  objectives  of  each  major  user.  An 

estimate  of  the  percentage  use  of  each  project  should  be  given.  If 
there  are  more  than  4 major  users,  set  up  a table  listing  the  names 
of  the  users,  the  NIH  grant  number,  the  estimated  percentage  use 
and  the  title  of  each  research  project. 

3.  A description  of  the  organizational  plan  for  administration  of  the 
grant. 

4.  A specific  plan  and  a staement  of  institutional  commitment  to 
operate  and  maintain  the  instrument  for  its  useful  life  at  the  same 
utilization  level  after  termination  of  the  3-year  reporting  period 
to  DRR. 

B.  Application  Procedure 

Applications  must  be  received  by  October  13,  1982.  Applications  received 
after  this  date  will  not  be  accepted  for  review  in  this  competition.  The 
original  and  six  copies  should  be  sent  to: 

Application  Receipt  Office 
Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
3333  Westbard  Avenue 
Bethesda,  Maryland  20203 

Inquiries  and  three  copies  of  the  application  should  be  addressed  to: 

Biomedical  Research  Support  Grant  Program 
Division  of  Research  Resources 
National  Institutes  of  Health 
Building  31  - Room  3B23 
Bethesda,  Maryland  20203 
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ANNOUNCEMENT 

LONG-TERM  EFFECTS  OF  CRANIOFACIAL  INJURIES 
NATIONAL  INSTITUTE  OF  DENTAL  RESEARCH 


The  National  Institute  of  Dental  Research  (NIDR)  invites  applications  for  support  of 
research  related  to  the  long-term  effects  of  traumatic  injury  to  the  craniofacial 
structures. 

Each  year,  approximately  10.5  million  persons  in  the  United  States  suffer  a facial  or  head 
injury  requiring  medical  care  or  restriction  of  activity  for  a period  of  time.  This  number 
is  about  five  percent  of  the  total  population.  Many  of  these  injuries  result  from 
vehicular  trauma,  thermal  burns  and  gunshot  wounds.  Athletics,  falls,  dog  bites  and 
interpersonal  violence  are  also  known  to  contribute  to  the  problem. 

It  is  not  known,  however,  what  proportion  of  craniofacial  injuries  result  in  long-term  or 
permanent  disfigurement  or  loss  of  function.  Similarly,  data  are  sparse  or  lacking 
entirely  on  the  sources  of  injuries,  the  nature  of  injuries,  the  kinds  of  medical  treatment 
required,  the  costs  of  such  treatment,  and  the  psychosocial  consequences  of  these 
injuries  and  defects  to  the  patient  and  his  or  her  family. 

Investigators  able  to  conduct  studies  to  obtain  the  desired  data  or  who  have  access  to  the 
kinds  of  data  being  sought  are  encouraged  to  submit  a grant  application  to  the  NIDR. 

The  deadlines  for  the  receipt  of  research  grant  applications  by  the  Division  of  Research 
Grants  are  March  1,  duly  1,  and  November  1.  Review  and  award  of  such  applications  will 
be  through  the  usual  NIH  procedures  governing  research  project  grants.  The  award  of 
grants  pursuant  to  this  announcement  is  contingent  upon  the  receipt  of  responsive 
proposals  of  high  scientific  merit  and  the  availability  of  appropriated  funds. 

Inquiries  regarding  this  announcement  may  be  directed  to: 

Dr.  Jerry  D.  Niswander  or 
Dr.  John  D.  Suomi 

Craniofacial  Anomalies  Program  Branch-EP 
National  Institute  of  Dental  Research 
National  Institutes  of  Health 
Westwood  Building  - Room  520 
Bethesda,  Maryland  20205 

Telephone:  301  - 496-7807 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.842, 
Craniofacial  Anomalies.  Awards  will  be  made  under  the  authority  of  the  Public  Health 
Service  Act,  Title  III,  Section  301  (Public  Law  78-410,  as  amended;  42  USC  241)  and 
administered  under  PHS  grant  policies  and  Federal  Regulations  42  CFR  Part  52  and  4 5 
CFR  Part  74.  This  program  is  not  subject  A-9 5 Clearinghouse  or  Health  Systems  Agency 
review. 
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ANNOUNCEMENT 

MULTIPURPOSE  ARTHRITIS  CENTERS 

NATIONAL  INSTITUTE  OF  ARTHRITIS,  DIABETES,  AND 
DIGESTIVE  AND  KIDNEY  DISEASES 


Guidelines  have  been  revised  for  applications  for  Multipurpose  Arthritis  Center  grants. 
This  announcement  by  the  National  Institute  of  Arthritis,  Diabetes,  and  Digestive  and 
Kidney  Diseases  (NIADDK)  supersedes  all  previous  announcements  for  Multipurpose 
Arthritis  Centers  published  in  the  NIH  Guide  to  Grants  and  Contracts.  The  revised 
guidelines  for  preparing  an  application  for  a Center  grant  are  immediately  available. 
These  guidelines  update  the  policies  governing  the  Multipurpose  Arthritis  Centers 
program.  They  will  become  effective  beginning  June  1982  and  will  apply  to  both  new  and 
competing  continuation  applications. 

Multipurpose  Arthritis  Center  Grants  are  awarded  under  authority  of  Section  439  of  the 
Public  Health  Service  Act  as  enacted  by  the  National  Arthritis  Act  of  1974  (42  U.S.  Code 
Sec.  289  c-6). 

A Multipurpose  Arthritis  Center  is  defined  as  a resource  which  consists  of  the  facilities 
of  a single  institution  or  a consortium  of  cooperating  institutions  through  which  a group 
of  formally  cooperating  health  personnel  can  be  brought  together  to  develop  new 
knowledge  and  to  demonstrate  and  foster  the  prompt  and  effective  application  of 
available  knowledge. 

As  described  in  the  National  Arthritis  Act,  Multipurpose  Arthritis  Centers  shall  carry  out 
the  following: 

1.  Conduct  basic  and  clinical  research  into  the  cause,  diagnosis,  control,  and 
treatment  of  arthritis  and  complications  resulting  from  arthritis,  including 
research  into  implantable  biornaterials  and  biomechanical  and  other 
orthopedic  procedures,  and  in  the  development  of  other  diagnostic  and 
treatment  methods. 

2.  Conduct  training  programs  for  physicians  and  other  health  and  allied 
professionals  in  current  methods  of  diagnosis,  control,  and  treatment  of 
arthritis,  and  in  research  in  arthritis. 

3.  Conduct  information  and  continuing  education  programs  for  physician  and 
other  health  and  allied  health  professionals  who  provide  care  for  patients  with 
arthritis. 

4.  Conduct  programs  for  the  education  of  patients,  and  for  the  dissemination  of 
information  to  the  general  public. 

The  funds  awarded  as  a Multipurpose  Arthritis  Center  Grant  are  in  support  of  an 
Arthritis  Center.  They  are  not  intended  as  the  total  or  even  necessarily  most  of  the 
funds  used  by  the  Center  to  accomplish  its  programs.  Instead,  funds  provided  by  the 
National  Institute  of  Arthritis,  Diabetes,  and  Digestive  and  Kidney  Diseases  are  to  be 
used  to  coordinate  existing  activities  and  to  develop  new  capabilities  for  progress  in 
rheumatic  disease  research,  education,  and  community  activities  at  the  host  institution. 
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Each  Center  will  have  three  major  operating  components:  Research,  Education,  and 
Community/Health  Services  Research  programs.  In  addition,  each  Center  will  include  an 
Administrative  Unit  concerned  with  planning,  development,  administration,  and 
maintenance  of  an  active  and  unified  Center. 

The  Center  grant  may  also  include  support  for:  1)  developmental  and  feasibility  studies; 
and  2)  core  units. 


All  applications  should  be  prepared  in  accordance  with  the  revised  guidelines  dated  May 
1982.  In  order  to  facilitate  Institute  planning,  the  NIADDK  must  receive  a letter  of 
intent  describing  the  proposed  Arthritis  Center.  The  letter  should  be  received  no  later 
than  four  months  before  the  anticipated  submission  date  of  the  application.  Letters  of 
intent  are  applicable  to  both  new  and  competing  continuation  applications.  Applications 
not  preceded  by  a letter  of  intent  four  months  prior  to  the  receipt  date  will  be  returned. 

Consultations  between  NIADDK  staff  and  potential  applicants  prior  to  submission  of  the 
formal  application  are  encouraged.  Applicants  are  requested  to  make  arrangements  for 
such  consultation  early  in  the  application  process.  It  is  understood  that  staff  will  not  be 
evaluating  the  merit  of  the  proposal. 

A letter  of  intent  is  not  binding  and  will  not  enter  into  the  review  of  any  proposal 
subsequently  submitted. 


Receipt  dates  for  applications  and  respective  letters  of  intent  are: 


Letter  of  Intent 
October  1 
February  1 
June  1 


Application 

February  1 
June  1 
October  1 


The  National  Institute  of  Arthritis,  Diabetes,  and  Digestive  and  Kidney  Diseases  plans  to 
make  awards  for  the  Centers  program  contingent  upon  the  appropriation  of  funds  and  in 
accordance  with  appropriate  peer  review. 

Copies  of  the  revised  guidelines  and  further  information  about  the  Multipurpose  Arthritis 
Centers  program  are  available  from,  and  letters  of  intent  should  be  addressed  to: 

Multipurpose  Arthritis  Center 
Program  Director 

National  Institute  of  Arthritis,  Diabetes, 
and  Digestive  and  Kidney  Diseases 
National  Institutes  of  Health 
Westwood  Building  - Room  403 
Bethesda,  Maryland  20205 
Telephone:  301  - 496-7495 
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NOTICE 


PROGRAM  PROJECT  AND  CENTER  APPLICATIONS 

PRE-APPLICATION  PROCEDURES 


NATIONAL  INSTITUTE  OF  ARTHRITIS,  DIABETES,  AND 
DIGESTIVE  AND  KIDNEY  DISEASES 


This  notice  is  intended  to  inform  prospective  new  applicants  for  NIADDK  program 
project  and  center  grants  of  pre-application  procedures. 

Letter  of  Intent:  In  order  to  facilitate  Institute  planning  and  to  provide  prospective 
applicants  with  advice  concerning  the  preparation  of  their  applications,  the  NIADDK, 
beginning  with  the  February  1,  1983  receipt  date,  will  require  that  applicants  submit  a 
letter  of  intent  at  least  four  months  prior  to  submission  of  an  application.  The  letter 
should  include  a brief  description  of  the  proposed  program  project  or  center  including 
participants  and  their  areas  of  expertise  and  an  estimate  of  the  requested  level  of 
support.  This  letter  of  intent  is  not  binding  upon  any  prospective  applicant.  However, 
prospective  applicants  should  note  that  applications  not  preceded  by  a letter  of  intent 
four  months  prior  to  the  receipt  date  will  be  returned. 

Pre-Application  Conference:  The  NIADDK  strongly  believes  that  consultation  between 
Institute  staff  and  prospective  applicants  is  essential  prior  to  submission  of  an 
application,  and  suggests  that  such  consultation  occur  early  in  the  application  planning 
process.  Applicants  should  not  construe  advice  given  by  the  Extramural  Program  staff  as 
assurance  of  favorable  review.  The  staff  will  not  evaluate  or  discuss  the  merit  of  the 
scientific  aspects  of  the  proposal. 

Letters  of  intent  and  inquiries  should  be  addressed  as  follows: 

For  Diabetes  Research  and  Training  Centers  and 
Diabetes,  Endocrinology  Research  Centers: 

Diabetes  Centers  Program  Director,  DEMD 
National  Institute  of  Arthritis,  Diabetes,  and 
Digestive  and  Kidney  Diseases 
Bethesda,  Maryland  20205 

Telephone:  301  - 496-7418 

For  Multipurpose  Arthritis  Centers: 

Multipurpose  Arthritis  Centers  Program 
Director,  AMSD 

National  Institute  of  Arthritis,  Diabetes,  and 
Digestive  and  Kidney  Diseases 
Bethesda,  Maryland  20205 


Telephone:  301  - 496-7495 
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For  Clinical  Nutrition  Research  Units: 

Nutrition  Program  Director,  DDN 
National  Institute  of  Arthritis,  Diabetes,  and 
Digestive  and  Kidney  Diseases 
Bethesda,  Maryland  20205 

Telephone:  301  - 496-7823 

For  all  other  Centers  or  Program  Projects: 

Director,  Division  of  Extramural  Activities 
National  Institute  of  Arthritis,  Diabetes,  and 
Digestive  and  Kidney  Diseases 
Bethesda,  Maryland  20205 

Telephone:  301  - 496-7277 
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PREVENTIVE  INTERVENTION  RESEARCH  CENTERS 

ALCOHOL,  DRUG  ABUSE,  AND  MENTAL  HEALTH  ADMINISTRATION 

NATIONAL  INSTITUTE  OF  MENTAL  HEALTH 


BACKGROUND 

A critical  need  exists  to  stimulate  and  support  prevention  research,  especially  research 
aimed  at  developing  demonstrably  effective,  well-evaluated,  early  preventive 
intervention  program  models  which  subsequently  can  be  adapted,  replicated,  and  further 
refined  as  a result  of  the  experience  of  prevention  program  practitioners. 

A distinction  must  be  made  between  basic  or  generative  (i.e.,  non-intervention)  sources 
of  knowledge  and  actual  or  applied  preventive  intervention  programs.  The  basic  research 
knowledge  base  for  early  preventive  interventions  is  large  and  rooted  in  diverse  sciences 
and  disciplines,  and  though  far  from  complete,  enough  is  now  known  for  a variety  of  early 
preventive  intervention  efforts  to  be  pursued. 

Because  Federal  funds  to  support  prevention  research  in  mental  health  are  limited,  it  has 
been  decided  to  target  activities  to  the  development,  implementation,  evaluation,  and 
dissemination  of  effective  early  intervention  prevention  program  models.  Preventive 
Intervention  Research  Centers  (PIRCs)  are  proposed  as  a key  NIMH-sponsored  mechanism 
for  developing  and  advancing  knowledge  on  early  preventive  interventions.  NIMH  is 
accepting  applications  for  the  support  of  Preventive  Intervention  Research  Centers. 

The  basic  purpose  of  the  Preventive  Intervention  Research  Centers  (PIRCs)  program  is  to 
support  the  development  and  maintenance  of  a productive  research  environment,  in  a 
clinical,  academic,  or  community  setting,  or  an  appropriate  collaborative  relationship 
between  two  or  more  such  settings.  Behavioral  and  clinical  research  scientists, 
clinicians,  and  prevention  specialists  can  interact  in  such  an  environment  and  conduct 
high  quality  research  on  problems  concerned  with  early  interventions  aimed  at  the 
prevention  of  mental  illness,  significant  psychological  dysfunction,  and/or  emotional 
disturbance  among  populations  at  risk. 

This  announcement  defines  early  preventive  intervention  as  (1)  actions  taken  while  it  is 
still  possible  to  either  anticipate  or  reverse  an  early  pathological/maladaptive  process, 
and  (2)  such  interventions  occur  in  time  prior  to  the  need  for  treatment  and/or 
rehabilitative  services.  The  aim  of  preventive  intervention  research  is  to  test 
empirically  the  benefits  of  systematic  attempts  to  modify  those  factors  which  lead  to 
specific  mental  disorders,  significant  psychological  dysfunction  and/or  emotional 
disturbance.  Such  interventions  are  not  limited  to  any  age  group(s)  and  may  be 
applicable  throughout  the  life  span.  Populations  at  risk  refers  to  groups  whose  members 
evidence  attributes  which  are  associated  with  a higher  probability  of  future  disorders. 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.242, 
Mental  Health  Research  Grants.  Awards  will  be  made  under  the  authority  of  the  Public 
Health  Service  Act,  Title  III,  Section  301  (Public  Law  78-410,  as  amended;  42  USC  241) 
and  administered  under  PHS  grant  policies  and  Federal  Regulations  42  CFR  Part  52  and 
4 5 CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems 
Agency  review. 
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I.  PROGRAM  SPECIFICATIONS 


A.  PROGRAM  OBJECTIVE 

The  objective  of  this  program  announcement  is  to  encourage  and  stimulate 
high  quality  research  on  early  preventive  interventions  for  specific 
populations  known  to  be  at  high  risk  for  mental/emotional  disorder.  Integral 
to  that  objective,  the  intent  of  grants  for  Preventive  Intervention  Research 
Centers  (PIRCs)  is  to  support  the  growth  and  foster  the  productivity  of 
problem-focused,  multidisciplinary  programs  of  early  preventive  intervention 
research. 

The  following  operating  framework  provides  a guide  for  characterizing 
appropriate  early  preventive  intervention  activities: 

1.  There  is  a knowledge  base  derived  from  existing  research  sufficient  to 
support  an  early  preventive  intervention  research  effort; 

2.  Existing  research  data  indicate  that  it  is  possible  to  identify  groups  not 
yet  experiencing  the  specific  significant  dysfunction,  but  who  are  at 
high  risk  for  developing  these  dysfunctions; 

3.  There  is  significant  potential  for  achieving  the  main  objective  of  early 
intervention,  namely,  preventing  the  occurrence  of  mentai/emotional 
disorders  or  maladaptive  psychological  conditions. 

B.  CENTER  CHARACTERISTICS 

There  is  no  prescribed  model  for  these  Centers.  To  give  substance  to  the 
definition  of  a PIRC,  however,  the  following  characteristics  must  be  present 
in  each: 

1.  Each  Center  will  provide  an  environment  which  assures  the  highest 
quality  research  and  leadership  in  its  chosen  area  of  investigation. 
Through  its  activities,  the  Center  should  be  regarded  as  a major 
research  center  by  the  surrounding  scientific  and  clinical  communities 
and,  in  time,  might  well  become  a regional  or  national  research 
resource. 

2.  The  program  of  each  Center  must  be  problem-oriented  and 
multidisciplinary.  Each  Center  must  formulate  a research  program 
around  a specific,  clearly  defined  mental  health  problem  or  set  of 
problems  of  major  scientific  and  public  health  importance,  such  as  the 
mental  health/physical  health  interface,  stress  in  the  workplace,  the 
psychological/physical  environmental  interface,  the  prevention  of 
specific  childhood  disorders,  or  stress  in  the  family. 

3.  The  Principal  Investigator  will  be  the  Director  of  the  Center,  who 
provides  leadership  for  the  scientific  program  and  has  final 
responsibility  for  the  scientific,  administrative,  and  operational  aspects 
of  the  Center.  He/she  is  responsible  for  the  overall  development  of  the 
Center  as  a valuable  resource  to  the  parent  institution  and  to  the 
scientific  and  clinical  communities.  The  Director  should  be  a 
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focuses  on  early  preventive  interventions  in  connection  with  the 
prevention  of  specific  disorders.  Problem  areas  within  this  category 
will  frequently  (but  not  always)  meet  relevant  diagnostic  criteria  in 
DSM-III  or  ICD-9. 

2.  Preventing  psychological  dysfunction. 

a.  Among  populations  which  are  at  high  risk  as  a function  of  severely 
debilitating  developmental  circumstances  or  other  multiple 
causes. 

b.  Among  populations  which  have  experienced  significant  acute 
transitional  life  crises  and/or  stressful  life  event(s)  expected  to 
increase  the  probability  of  pscyhopathological  disorders. 

When  appropriate,  the  intervention  modalities  may  be  both  preventive  and 
promotive  in  that  the  intended  outcomes  aim  toward  both  a reduction  in  rates  of 
future  disorders  and  the  enhancement  of  specified  aspects  of  mental  health,  and 
may  have  psychological,  biological,  or  environmental  components.  Many  types  of 
program  emphases  and  intervention  modalities  are  appropriate  as  long  as  they  are 
consistent  with  the  types  of  problems  cited  above  and  the  spirit  of  early  preventive 
interventions  cited  earlier. 

IL  APPLICATION  REQUIREMENTS 

A.  The  research  plan  section  of  the  application  must  include  (Asterisks  relate  to 
Sections  A-D,  Research  Plan,  in  the  Specific  Instructions  of  the  application 
packet.): 

1.  A five-year  research  plan.  This  plan  should  include  an  introductory 

section  which  specifies  problem  focus,  intervention  strategies,  rationale 
for  these  in  terms  of  the  framework  described  on  page  2,  and  specific 
research  approaches.  For  each  project  in  the  research  plan,  the 

applicant  should  (a)  present  a scholarly  summary  of  the  existing 
knowledge  base,  sufficient  to  justify  the  merit  and  importance  of  the 
proposed  intervention,  (b)  specify  the  objectives,  characteristics, 
staffing,  magnitude,  and  target  groups  for  the  proposed  intervention,  (c) 
specify  time  frames  and  anticipated  activities,  (d)  describe  the  design 
and  the  methodological  approaches  to  be  used  in  assessing  and  analyzing 
data  on  the  effects  of  interventions,  (e)  specify  the  meaning  and 
potential  impact  of  findings,  and  discuss  the  cost-effectiveness  of  the 
intervention(s)  proposed  for  study,  and  (f)  attend  both  to  the  effects  of 
relevant  demographic  characteristics  (e.g.,  age,  sex,  social  class, 
ethnicity,  etc.)  of  the  at-risk  target  groups,  and  to  developmental^ 
relevant  methodology  for  the  age  range  of  the  groups  to  be  studied. 
Applicants  should  also  describe  the  types  of  further  programmatic  steps 
that  might  be  taken  in  later  years  to  build  upon  and  elucidate  early 
findings.* 

2.  A plan  for  dissemination  of  program/research  findings.* 


knowledgeable,  experienced  research  investigator  with  appropriate 
administrative  skills  who  will  assure  the  highest  standards  of 
investigation. 

4.  The  Center  is  expected  to  have  an  administrative  structure  that  will 

assure  maximum  effectiveness  and  efficiency  of  operation  and  sound 
financial  practices.  The  administration  will  be  responsible  for  program 
planning,  monitoring,  and  execution,  as  well  as  preparation  of  the 
budget,  'ontrol  of  expenditures,  staff  appointments,  etc.  A Center 
should  have  sufficient  authority  to  establish  the  necessary 

administrative  and  management  procedures  for  carrying  out  its  total 
responsibility. 

5.  Each  Center  should  have  sufficient  collaboration  with  community 
agencies  (for  example,  a community  mental  health  center)  and  with 
relevant  departments  and  professional  schools  to  carry  out  preventive 
intervention  research. 

6.  The  primary  purpose  of  each  Center  is  to  carry  out  early  preventive 
intervention  research.  An  important  byproduct  of  the  research  effort  is 
the  development  of  research  competencies  in  promising  scientists  in  the 
complex  techniques  and  advanced  theories  of  mental  health  preventive 
intervention  research.  Accordingly,  each  Center  will  provide  research 
experiences  for  at  least  two  preceptees  annually,  to  be  selected  from 
the  mental  health  and  related  disciplines.  Precepteeships  are  defined  as 
supervised  work  experience.  Each  Center  should  relate  functionally 
with  relevant  departments  of  professional  and  graduate  schools,  as  may 
be  appropriate  to  the  needs  of  the  preceptees. 

7.  Each  Center's  overall  program  plan  must  include  appropriate 
dissemination  activities  as  research  findings  emerge,  for  example:  (a) 
preparing  manuscripts  for  publication  in  appropriate  scientific  and 
professional  outlets,  (b)  preparing  detailed  program  manuals  and 
program  evaluation  guides,  (c)  providing  consultation  to  agencies  and 
groups  seeking  to  develop  early  preventive  intervention  programs,  and 
(d)  participating  and  taking  leadership  conjointly  with  other  PIRCs  in 
workshop,  conferences,  and  meetings  designed  to  share  established  early 
preventive  intervention  technology  and  knowledge  with  other 
researchers  and  interested  agencies  and  groups. 

Each  proposed  activity  within  the  total  research  program  must  conform  both  to  the 
problem  focus  and  to  the  operating  framework  stated  above  as  a guide  for  early 
preventive  interventions.  Early  preventive  interventions  may  be  directed  to  high- 
risk  populations  of  any  age,  sociodemographic,  or  ethnic  group,  and  may  use  a 
variety  of  intervention  strategies. 

C.  PROBLEM  AREAS 

Problem  areas  for  early  preventive  intervention  research  may  include 
relatively  low  incidence  but  severe  disorders  or  high  incidence  but  relatively 
less  debilitating  disorders,  or  dysfunctions.  Illustrative  problem  areas 
include: 

1.  Preventing  specific  psychopathologies  or  disorders.  This  approach 
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3.  A description  of  the  administrative  organization  and  of  the  Center, 
including  its  relationship  to  the  applicant  institution,  and  arrangements 
for  planning,  coordinating,  and  evaluating  the  Center  programs.* 

4.  A plan  for  selection,  activities,  and  supervision  of  research  preceptees, 
including  delineation  of  relationships  with  appropriate  departments  of 
professional  and  graduate  schools  to  serve  as  resources  for  the 
development  of  research  scientists  in  early  intervention  research.* 

5.  In  Section  H of  the  PHS  398  application,  there  should  be  a description  of 
the  interest,  support,  cooperation,  and  nature  of  existing  and  proposed 
collaboration  of  community  agencies  or  other  entities  or  settings  within 
which  proposed  intervention  programs  are  to  be  conducted. 
Documentation  of  such  arrangements  should  be  included  in  appendices. 

B.  The  biographical  sketches  must  include: 

1.  Evidence  that  the  Principal  Investigator  has  an  established  record  of 
productive  involvements  in  preventive  intervention  research  and 
program  development.  Also,  that  he/she  will  devote  a substantial 
portion  of  time  (e.g.,  thirty  percent  or  more)  to  administrative,  program 
development,  research  supervisory,  and  writing  activities  essential  to  a 
PIRC's  effective  program  development. 

2.  A demonstrated  history  for  other  participating  researchers  of  early 
preventive  intervention  research,  as  evidenced,  for  example,  by  ongoing 
project  grant  support  and  publications. 

C.  The  budget  section  must  include,  in  the  justification,  estimated  percentages 
of  first-year  and  total  costs  by  budget  category  for  (a)  core  program  costs, 
and  (b)  associated  costs  with  each  specific  research  project. 

III.  PRE-APPLICATION  CONSULTATION 


For  NIMH  staff  to  provide  early  and  targeted  pre-application  consultation, 
potential  applicants  are  encouraged  to  submit  a letter  of  intent,  no  longer  than  12 
pages,  to  the  PIRC  program1  at  least  four  weeks  prior  to  initial  submission  of  an 
intended  PIRC  grant  application.  The  letter  should  summarize  the  present  state  of 
planning  and  development  for  establishing  the  proposed  Center  by  providing  the 
following  information: 

1.  The  Center's  objectives. 

2.  A brief  description  of  the  problem  focus,  and  the  operational  and 
research  plans  and  methods  to  be  used  to  reach  the  objectives  of  the 
program. 


1 Preventive  Intervention  Research  Centers  Program 
National  Institute  of  Mental  Health 
Parklawn  Building  - Room  18-105 
5600  Fishers  Lane 
Rockville,  Maryland  20857 
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3.  A chart  showing  the  institutional  organization  of  the  Center  and  its 
relationship  to  the  applicant  institution  and,  where  relevant,  to  other 
community  facilities. 

4.  An  estimated  first-year  budget  for  the  Center.  (Use  page  3 of  a regular 
research  grant  application  for  a guide.)  List  the  staff— names  and  to- 
be-named— who  will  participate  in  the  Center,  including  titles,  research 
roles,  disciplines  of  investigators,  their  vitae,  and  percentage  of  time. 
Include  an  estimate  of  the  level  of  support  staffing. 

3.  Current  and  pending  research,  and  research  training  grant  support  from 
all  sources  which  will  be  available  to  the  Center  program. 

6.  Information  about  resources  and  facilities  currently  available  to  the 
Center. 

Appropriate  NIMH  staff  will  be  assigned  to  study  each  letter  of  intent,  to  review 
the  preliminary  plan,  and  to  consult  with  prospective  applicants  to  provide 
information  regarding  program  relevance  and  purpose  in  order  to  help  applicants 
comply  with  administrative  requirements,  meet  program  standards,  and  provide 
sufficient  information  to  permit  an  adequate  scientific  merit  review. 

IV.  PROCEDURES  FOR  REVIEW  OF  APPLICATIONS 

Applications  submitted  in  response  to  this  Announcement  will  be  reviewed  on  a 
nationwide  basis  in  accord  with  the  usual  Public  Health  Service  peer  review 
procedures  for  research  grants.  They  will  be  reviewed  for  scientific  and  technical 
merit  by  a review  group  composed  primarily  of  non-Federal  scientific  experts 
(Initial  Review  Group)  and  by  the  National  Advisory  Mental  Health  Council.  By 
law,  only  applications  recommended  for  approval  by  Council  will  be  considered  for 
funding. 

V.  CRITERIA  FOR  REVIEW  BY  INITIAL  REVIEW  GROUP 


A.  Factors  to  be  considered  in  evaluating  applications  include,  but  are  not 
limited  to: 

1.  Adequacy  of  the  conceptual  and  theoretical  framework  for  the  overall 
research  program  and  specific  components,  including  adequacy  of 
research  base  to  indicate  the  existence  of,  ability  to  identify,  and 
potential  for  successful  intervention  with  groups  at  risk  for  specific 
mental  disorders  or  other  significant  psychological  dysfunction,  and/or 
emotional  disturbance. 

2.  Scientific  merit  of  the  research  design,  approaches,  and  methodology, 
including: 

a.  Quality  of  a PIRC's  specific  plans  for  early  preventive 
interventions,  using  a variety  of  intervention  strategies  consistent 
with  a specific  problem  focus. 

b.  Adequacy  of  the  research  methods  and  data  analysis  plans. 
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c.  Qualifications  and  experience  of  the  investigative  team. 

d.  Adequacy  of  the  existing  and  proposed  facilities,  resources,  and 
administrative  structure  for  achieving  the  proposed  objectives. 

e.  Feasibility  of  the  research  activities  in  terms  of  documentation  of 
needed  cooperation  from  service  providers/agencies. 

3.  Potential  for  Center  demonstrating  a leadership  role  in  early  preventive 
intervention  research. 

4.  Potential  replicability  of  the  proposed  interventions. 

5.  Adequacy  of  protection  of  human  subjects. 

6.  Availability  of,  or  prospects  for,  individual  investigators  to  secure 
and/or  have  project  grant  support. 

7.  Appropriateness  of  the  budget,  staffing  plan,  and  time  frame  to 
complete  the  research. 

8.  Capacity  of  the  applicant  to  provide  research  precepteeships. 

9.  Anticipated  cost-effectiveness  of  the  interventions. 

10.  Adequacy  and  appropriateness  of  the  plan  for  dissemination  of  research 
findings. 

VI.  AWARD  DECISION  CRITERIA 


A.  The  following  criteria  will  be  used  in  the  decision  to  make  an  award  for  an 
application  which  has  been  recommended  for  approval,  provided  the  applicant 
has  complied  with  all  legislative,  regulatory,  and  policy  requirements  of  the 
Public  Health  Service: 

1.  Quality  of  the  research  program  as  determined  during  the  review 
process. 

2.  Programmatic  relevance  of  the  proposed  research  program,  including 
consideration  of  types  of  populations  being  addressed,  interventions,  and 
strategies. 

3.  Highest  priority  will  be  given  to  funding  research  programs  on  early 
interventions  addressed  to  individuals  in  "at-risk"  populations  who  have 
not  evidenced  the  psychopathology  which  is  the  target  of  the  preventive 
interventions. 

4.  Potential  for  direct  applicability  of  the  research. 

5.  Availability  of  funds. 
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VII.  PROGRAM  INFORMATION 


Potential  applicants  may  receive  consultation  concerning  submission  of  applications 
in  response  to  this  Special  Announcement  by  contacting: 

Juan  Ramos,  Ph.D. 

Director,  Division  of  Special 
Mental  Health  Programs 
National  Institute  of  Mental  Health 
Parklawn  Building  - Room  18-105 
5600  Fishers  Lane 
Rockville,  Maryland  20857 

Telephone:  301-443-3533 

In  view  of  the  special  significance  of  this  program,  an  NIMH  staff  member  will 
have  the  responsibility  for  monitoring  each  supported  Center  and  for  continuing 
liaison  with  the  Center  Director. 

VIII.  APPLICATION  INFORMATION 

A.  ELIGIBILITY  REQUIREMENTS 

These  grants  are  available  to  any  public  or  private,  profit  or  non-profit 
institution  such  as  a university,  college,  hospital,  or  community  agency, 
including  community  mental  health  centers,  and  units  of  State  or  local 
governments  and  authorized  units  of  the  Federal  Government. 

B.  FUNDING  AND  TERMS  OF  SUPPORT 

Funds  estimated  at  about  $800,000  will  be  available  in  FY  83  to  support 
applications  submitted  in  response  to  this  Announcement.  It  is  anticipated 
that  up  to  four  awards  will  be  made  for  PIRCs  in  FY  83.  Applications  may 
request  a maximum  period  of  five  (5)  years  of  support. 

Grants  are  awarded  directly  to  the  applicant  institution.  Grant  funds  may  be 
used  only  for  those  expenses  which  are  directly  related  to  and  necessary  to 
carry  out  research  projects  and  must  be  expended  in  conformance  with  the 
Public  Health  Service  Grants  Policy  Statement,  applicable  Federal 
regulations,  and  conditions  set  forth  in  this  Announcement  and  on  the  grant 
award  document.  In  general,  grant  funds  may  be  used  for:  (1)  direct  costs 
which  are  necessary  to  carry  out  the  project,  including  salaries,  consultant 
fees,  supplies  and  equipment,  and  essential  travel;  and  (2)  actual  indirect 
costs  to  cover  related  overhead. 

Funds  may  be  requested  for  staff  training  and/or  services  only  to  the  extent 
necessary  to  carry  out  the  research  and  not  available  from  other  sources,  and 
must  be  specifically  justified. 
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C.  APPLICATION  PROCEDURES 

Applicants  should  use  Form  PHS  398  (Rev.  5/80).  State  and  local  government 
agencies  should  use  Form  PHS  5161.  Application  kits  may  be  obtained  from 
the  grants  office  of  a university  or  are  available  from  the  following: 

Grants  Operation  Section 
National  Institute  of  Mental  Health 
Parklawn  Building  - Room  7C-05 
5600  Fishers  Lane 
Rockville,  Maryland  20857 

Telephone:  301  - 443-4414 

Instructions  for  applicants  are  included  in  the  kit.  The  phrase  "PREVENTIVE 
INTERVENTION  RESEARCH  CENTER"  should  be  entered  in  item  #2  of  the 
face  page  of  the  Application  Form  PHS  398  or  item  //7  of  the  face  page  of 
Form  PHS  5161 

The  signed  original  and  six  copies  of  the  application  should  be  sent  directly  to 
the  following  address: 

Division  of  Research  Grants 
National  Institutes  of  Health 
Bethesda,  Maryland  20205 

D.  RECEIPT,  REVIEW,  AND  AWARD  SCHEDULE 


Applications  Review 

Received  by:  Committee  Council 


Earliest 

Possible 

Funding 


November  1 * February/March  May 


duly  1 


March  1 June 


September  December  1 


July  1 


October/November  January/February  April  1 


* Applications  submitted  for  the  November  1,  1982  deadline  will  be 
considered  for  funding  in  FY  1983 
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NOTICE 


MISCONDUCT  IN  SCIENCE 


The  NIH  currently  is  reviewing  - and  when  necessary,  refining  - its  procedures  related  to 
instances  of  real  or  apparent  misconduct  that  occasionally  arise  in  association  with  its 
programs.  Included  under  the  rubric  "misconduct"  are  (1)  mismanagement  of  funds,  (2) 
fraudulent  or  markedly  irregular  practices  in  carrying  out  research  procedures  or 
handling  research  results,  (3)  serious  failures  to  comply  with  requirements  governing  the 
protection  of  human  subjects  and  the  welfare  of  laboratory  animals,  and  (4)  serious 
failures  to  comply  with  any  other  conditions  of  an  award  such  as  the  guidelines  for 
research  with  recombinant  DNA  molecules.  The  purpose  of  these  new  procedures  is  to 
ensure,  as  far  as  possible,  that  NIH  actions  with  respect  to  instances  of  real  or  apparent 
misconduct  will  serve  to  protect  the  public  interest  with  due  regard  for  the  rights  of 
individuals  and  institutions  accused  of  wrongdoing.  The  following  topics  are  being 
reviewed: 

0 detection  of  real  or  apparent  problems 

0 determination  of  whether  a real  problem  exists 

imposition  of  temporary  sanctions  or  other  interim  actions  prior  to 
completion  of  an  investigation 

0 investigation  of  problems 

° administrative  action  following  completion  of  an  investigation 

Specific  proposals  to  improve  procedures  are  being  developed  by  groups  of  NIH  staff, 
including  representatives  of  all  awarding  units  and  investigative  offices,  as  well  as 
representatives  from  PHS  agencies  with  similar  concerns.  The  process  now  underway 
includes  opportunities  for  comments  and  suggestions  from  representatives  of  awardee 
institutions  and  advisory  groups.  This  topic  was  discussed  at  the  meetings  of  initial 
review  group  chairpersons  in  February  and  with  the  Director's  Advisory  Committee  in 
March  of  this  year.  Discussions  were  also  held  during  the  May-June  meetings  of  National 
Advisory  Councils/Boards  and  will  be  continued  as  needed. 

It  is  expected  that  several  products  will  emerge  from  these  efforts,  including  more 
explicit  policy  and  procedural  guidance  to  assist  NIH  staff  in  handling  allegations  of 
misconduct  and  dealing  with  instances  of  known  improprieties  in  NIH  research 
programs.  Also  underway  are  efforts  to  define  more  explicitly  the  responsibilities  of 
awardee  institutions  to  protect  the  integrity  of  federal  funds,  and  the  rights  of 
participants  in  research  (including  human  and  animal  subjects). 

NIH  welcomes  comments  and  suggestions  from  the  research  community,  particularly 
regarding  the  relationship  of  NIH  procedures  to  institutional  practices  and  individual 
investigators.  Among  the  policy  issues  being  considered  are  the  following: 

1.  How  can  the  NIH  most  appropriately  work  to  ensure  that  its  staff  and 
awardees  are  highly  sensitive  to  - and  take  necessary  action  in  response  to  - 
instances  of  real  or  apparent  misconduct  in  association  with  NIH  programs? 

2.  How  can  the  NIH  best  assess  and  promote  compliance  with  the  conditions  of 
its  awards? 

3.  What  are  the  specific  reporting  responsibilities  of  awardee  institutions  when 
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misconduct  involving  an  NIH  award  is  known  or  suspected? 

U.  What  sanctions  are  most  appropriate  for  various  types  of  misconduct,  and  how 
should  they  be  imposed? 

Please  address  any  comments  or  suggestions  to: 

Dr.  William  F.  Raub 
Associate  Director  for  Extramural 
Research  and  Training 
National  Institutes  of  Health 
Building  1 - Room  107 
Bethesda,  Maryland  20205 
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NOTICE 

HUMAN  SUBJECTS  IN  RESEARCH  PROPOSALS 
DIVISION  OF  RESEARCH  GRANTS 


Applications  submitted  to  the  Division  of  Research  Grants,  National  Institutes  of  Health 
(NIH),  which  involve  human  subjects  are  considered  incomplete  for  initial  review  without 
an  appropriately  completed  form  HHS  596  (certification/assurance/declaration).  It  is 
requested  that  this  form  be  submitted  with  the  application,  but  if  extenuating 
circumstances  require  a delayed  submission,  applicants  should  forward  the  form  to  the 
assigned  review  committee  as  designated  on  the  post  card  advising  applicants  of  the 
assignment  of  the  application.  Do  not  forward  to  other  units  of  the  NIH. 

In  addition,  applications  are  considered  incomplete  without  the  detailed  information 
requested  under  the  section  entitled  "Research  Plan"  in  the  instructions  having  to  do  with 
human  subjects. 

NIH  has  no  obligation  either  to  accept  or  to  review  applications  which  are  considered 
incomplete.  On  this  basis,  applicants  are  urged  to  give  careful  attention  to  the 
instructions  for  use  of  the  "398  kit"  to  prevent  either  a return  of  the  application  or  a 
deferral  in  the  review. 
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NOTICE 


Enforcement  of  Page  Limitations  on  Grant  Applications 

The  PHS  398  grant  application  kit  has  specific  instructions  on  page  limitations  for 
certain  parts  of  an  application.  The  biographical  sketch  is  limited  to  two  pages.  In  the 
Research  Plan,  the  "Specific  Aims"  section  is  not  to  exceed  one  page,  the  "Significance" 
section  is  not  to  exceed  three  pages,  and  the  "Progress  Report/Preliminary  Studies" 
section  is  not  to  exceed  eight  pages  (excluding  the  lists  of  professional  personnel  and 
publications  and  the  appendix). 

Over  the  past  two  years,  the  NIH  has  given  the  scientific  community  an  opportunity  to 
become  accustomed  to  these  page  limitations,  but  the  increasing  workload  now 
necessitates  a firm  stance.  Starting  with  the  October  1,  1982  receipt  date,  applications 
that  exceed  the  above  page  limitations  without  the  required  brief  explanation  will  be 
returned. 

Please  Conserve  PHS  398  Forms 


Each  year  the  NIH  distributes  about  100,000  PHS  398  grant  application  kits,  but  only 
about  27,000  of  these  are  returned  as  submitted  applications.  We  don't  know  what 
happens  to  the  other  kits.  We  do  know  that  each  kit  is  expensive  to  print  and  mail,  and 
that  any  funds  saved  by  not  wasting  applications  could  be  used  elsewhere  in  the  NIH 
system.  In  order  to  conserve  forms  and  reduce  costs,  please  follow  these  guidelines: 

For  applicant  organizations: 

Be  sure  the  staff  in  your  application  control  office  maintain  a tighter  control 
over  the  distribution  of  the  application  kits. 

For  investigators: 

If  you  have  extra  PHS  398  grant  application  kits,  don't  save  them  or  throw 
them  away.  Give  them  to  colleagues  to  use  or  return  them  to  your 
institution's  application  control  office. 

When  you  need  an  application  form,  don't  automatically  phone  the  NIH. 
Check  wih  your  institution's  application  control  office,  for  these  offices  have 
been  sent  copies  of  the  PHS  398  kits  in  bulk  for  your  use. 
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NOTICE 


NOTIFICATION  OF  CHANGE  IN  LEVEL  OF  EFFORT  OF 
PRINCIPAL  INVESTIGATOR  OF  NIH  OR 
ADAMHA  SUPPORTED  GRANTS 


Principal  Investigators  and  grantee  institutions  are  reminded  that  it  is  the  responsibility 
of  both  the  Principal  Investigator  and  the  institution  to  keep  the  awarding  unit  fully 
informed  of  all  changes  that  significantly  affect  the  performance  of  grant-supported 
research,  or  create  the  presumption  of  such  effect.  A grant  is  awarded  on  the  basis  of 
certain  commitments  by  the  Principal  Investigator  and  the  applicant  institution,  as 
described  in  the  application  for  support.  When  these  commitments  change,  the  awarding 
unit  needs  to  be  informed. 

The  current  "biological  revolution"  with  its  attendant  commercial  interest  in  biological 
research  has  resulted  in  new  relationships  between  universities  and  industry  and  between 
individual  investigators  and  industry.  As  these  relationships  develop,  there  may  be  an 
impact  on  a particular  investigator's  research  supported  by  NIH  or  ADAMHA. 

The  following  are  examples  of  the  kinds  of  situations  which  can  be  occasioned  by  a 
shifting  relationship  with  industry  and  which  should  be  brought  to  the  attention  of  the 
awarding  unit: 

1.  Significant  change  in  effort  devoted  to  a grant  by  a Principal  Investigator, 
including  absence  of  a Principal  Investigator  for  major  portions  of  time,  even 
if  any  one  period  of  absence  does  not  extend  beyond  three  months. 

2.  Change  in  the  employment  status  of  a Principal  Investigator  such  as  leave 
without  pay,  or  conversion  from  full-time  to  part-time  employment. 

3.  Significant  change  in  location  of  the  facilities  where  the  research  will  be 
conducted  such  that  the  conduct  of  the  research  might  be  affected. 

4.  Wide  geographic  separation  of  Principal  Investigator's  main  locus  of  activity 
from  the  site  where  grant-supported  research  is  to  be  conducted. 

5.  Major  involvement  of  a Principal  Investigator  with  a profit-making 
organization  (other  than  the  usual  one-day-a-week  consulting  arrangements). 


6 


NOTICE 


MEETING  ON  CLINICAL  TRIAL  OF  BLOOD  GLUCOSE  CONTROL  AND 
EARLY  VASCULAR  COMPLICATIONS  OF  INSULIN  DEPENDENT  DIABETES 


The  National  Institute  of  Arthritis,  Diabetes,  and  Digestive  and  Kidney  Diseases,  NIH,  is 
planning  a meeting  to  explore  private  sector  interests  in  the  recently  initiated,  federally- 
supported  multicenter  clinical  trial  to  assess  the  relationship  between  blood  glucose 
control  and  development  of  the  early  vascular  complications  of  insulin-dependent 
diabetes.  The  objective  of  this  meeting  will  be  to  describe  the  study  protocol  and  to 
discuss  the  purpose  and  scope  of  the  trial.  In  addition  to  NIADDK  staff  members,  the 
Chairman  of  the  Steering  Committee  will  be  present  to  represent  the  participating 
investigators.  Time  will  be  available  for  questions  and  discussion. 

The  meeting  will  be  held  on  3uly  28,  1982,  at  the  NIH  in  Bethesda,  Maryland.  The 
NIADDK  is  seeking  to  identify  parties  interested  in  attending  this  meeting  who  have  not 
already  learned  of  the  meeting  through  other  sources.  Questions  should  be  directed  to: 

Carolyn  Siebert,  MPH 
Clinical  Trials  Coordinator 
Division  of  Diabetes,  Endocrinology, 
and  Metabolic  Diseases 
National  Institute  of  Arthritis,  Diabetes, 
and  Digestive  and  Kidney  Diseases 
National  Institutes  of  Health 
Westwood  Building  - Room  607 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-7645 
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DECREASE  IN  PRICE  OF  AGED  FISCHER  344  RATS 

NATIONAL  INSTITUTE  ON  AGING 


Investigators  currently  using  Fischer  344  rats  from  the  National  Institute  on  Aging  (NIA) 
contract-supported  colony  are  hereby  notified  that  a decrease  in  the  price  of  F344  rats 
will  become  effective  July  1,  1982.  Investigators  on  new  and  renewal  applications  should 
use  the  new  cost  figures  in  estimating  cost  needs  on  grant  applications. 

In  order  to  regain  part  of  the  cost  of  the  contract,  users  are  currently  being  charged  a 
price  equal  to  $3.44  for  virgin  male  or  female  rats  and  $4.84  for  retired  breeder  rats, 
plus  the  product  of  a monthly  maintenance  charge  ($3.64)  and  the  number  of  months  the 
rats  reside  in  the  colony  (age  in  months  - 1 for  virgins,  age  in  months  - 9 for  retired 
breeders). 

Effective  July  1,  1982,  the  acquisition  costs  will  increase  to  $3.82  for  virgin  F344's  and 
to  $5.39  for  retired  breeders.  The  monthly  maintenance  charge  will  decrease  to  $2.40. 
Thus  a 20  month  old  virgin  F344  rat  will  cost  $49.42  and  a 20  month  old  retired  breeder 
F344  will  cost  $31.79. 

The  acquisition  costs  are  expected  to  remain  at  $3.82  and  $5.39  through  May  1985. 
Monthly  maintenance  charges  will  increase  to  $2.80  on  June  1,  1983  and  to  $3.00  on  June 
1,  1984. 

For  additional  information  about  prices,  availability,  or  colony  characteristics  please 
contact: 


Dr.  Richard  L.  Sprott 
or 

Mrs.  Jane  Soban 
Animal  Models  Program 
National  Institute  on  Aging 
National  Institutes  of  Health 
Building  31  - Room  5C19 
Bethesda,  Maryland  20205 
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NOTICE 


NONHUMAN  PRIMATES  AVAILABLE 


The  National  Institutes  of  Health  (NIH)  is  reducing  its  colony  inventory  of  Macaca 
mulatta  (rhesus)  monkeys.  All  requests  should  be  in  letter  form  and  include  the  title  or  a 
brief  description  of  the  project,  as  well  as  specifications  for  the  animals  (number,  age, 
sex  and  other  special  characteristics).  Prices  range  from  $750  - $1,200  each,  and 
includes  shipping  within  the  continental  United  States.  Prices  are  negotiable  for  groups 
of  50  or  more.  Availability  is  subject  to  prior  sale.  Commercial  and  foreign  inquiries  are 
invited.  Contact: 


Dr.  Carl  E.  Miller 
National  Institutes  of  Health 
Building  31  - Room  5B59 
Bethesda,  Maryland  20205 

Telephone:  (301)  496-5175 


The  following  animals  are  available. 


Number 


Year  of  Birth 

Female 

Male 

1982 

over 

100 

over  100 

1981 

134 

80 

1980 

116 

14 

1979 

78 

9 

1978 

25 

2 

1977 

14 

9 

1976 

0 

4 

1975 

15 

2 

1974 

43 

5 

1973 

141 

10 

1972 

186 
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1971 

135 

15 

1970 

48 

9 

1969 

8 

17 

1968  and  earlier 

25 

30 

I 
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REQUEST  FOR  RESEARCH  GRANT  APPLICATIONS: 

RFA-N1H-NIDR-NCP-82-2 

FLUORIDE  AND  THE  PREVENTION  OF  ROOT  SURFACE  CARIES 

NATIONAL  INSTITUTE  OF  DENTAL  RESEARCH 


Application  Receipt  Date:  October  15,  1982 


The  National  Caries  Program  (NCP)  of  the  National  Institute  of  Dental  Research  (NIDR) 
invites  research  applications  for  support  of  studies  to  investigate  the  effects  of  fluoride 
in  the  prevention  of  root  surface  caries. 

Most  of  the  research  into  the  epidemiology,  etiology,  prevention  and  treatment  of  caries 
has  focused  on  coronal  lesions.  Very  little  is  known  about  the  root  caries  process  and 
factors  which  may  prevent  or  inhibit  the  destruction  of  root  surfaces.  Epidemiologic 
surveys  have  shown  that  the  incidence  and  prevalence  of  root  surface  caries  is  increasing 
in  the  U.S.  population  and  that  it  is  becoming  a serious  public  health  problem.  The 
etiology  of  root  caries  is  not  fully  understood;  factors  such  as  diet,  salivary  properties 
and  rate  of  flow  and  the  bacterial  flora  in  the  mouth  are  believed  to  play  an  important 
role  in  the  disease  process.  Root  caries  is  generally  associated  with  gingival  recession 
and  advancing  age. 

Fluoride  is  an  effective  agent  in  the  control  and  prevention  of  coronal  decay.  Clinical 
trials  with  school-aged  children  have  shown  that  when  fluoride  is  administered 
systemically  or  topically,  the  incidence  of  coronal  decay  is  markedly  reduced.  In 
addition,  life-long  adult  residents  in  communities  with  fluoridated  water  systems 
experience  fewer  carious  lesions  than  those  living  in  non-fluoridated  areas.  Evidence 
suggests  that  fluoride  may  also  be  effective  against  root  surface  decay.  Studies, 
however,  need  to  be  undertaken  to  establish  the  effects  of  fluoride  on  cementum  and  its 
interactions  with  bacteria  believed  to  be  responsible  for  the  destruction  of  cemental 
tissue. 

I.  BACKGROUND  INFORMATION 

The  extent  of  the  population  affected  with  root  surface  lesions  has  not  been 
established.  However,  epidemiologic  surveys  have  shown  that  it  presents  a 
significant  health  problem  in  the  United  States.  A study  of  elderly  residents  in  a 
hospital  for  the  chronically  ill  showed  that  almost  75  percent  were  affected. 
Studies  on  two  younger  populations,  aged  30  to  59  years,  consisting  of  military 
personnel  and  their  dependents  and  patients  in  a Veterans  Administration  Hospital 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance,  Caries 
Research,  13.840.  Awards  will  be  made  under  the  authority  of  the  Public  Health  Service 
Act,  Title  III,  Section  301  (Public  Law  78-410,  as  amended;  42  USC  241)  and  administered 
under  PHS  grant  policies  and  Federal  Regulation  42  CFR  Part  52  and  45  CFR  Part  74. 
This  program  is  not  subject  to  requirements  of  OMB  circular  A-95  or  Health  Systems 
Agency  review. 
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showed  that  about  half  of  the  subjects  had  root  surface  lesions.  An  examination  of 
a civilian  population  between  the  ages  of  18  and  82  years  showed  that  a similar 
percentage  were  affected. 

Dissolution  of  both  enamel  and  cementum  is  accomplished  by  bacterial  acids 
produced  from  fermentable  carbohydrates.  Because  of  the  different  caries  sites,  it 
has  been  suggested  that  there  is  a unique  bacterial  flora  responsible  for  each  type 
of  caries.  However,  while  certain  bacteria  have  consistently  been  identified  in  the 
progression  of  coronal  caries,  there  is  no  clear  indication  that  a unique  bacterial 
flora  exists  in  the  case  of  root  caries.  Furthermore,  bacteria  present  in  enamel 
caries  may  also  be  found  in  cemental  lesions. 

Studies  have  shown  that  fluoride  is  an  effective  agent  in  the  prevention  of  enamel 
caries.  There  is  also  some  evidence  that  fluoridation  of  drinking  water  may  reduce 
the  incidence  of  cemental  surface  lesions.  A comparison  of  lifelong  residents  in 
fluoridated  and  nonfluoridated  communities  showed  that  the  percentage  of  subjects 
with  root  surface  caries  was  lower  in  the  fluoridated  community. 

The  cariostatic  mechanism  of  action  of  fluoride  is  generally  thought  to  be 
twofold:  (1)  an  inhibition  of  the  bacterial  production  of  acid;  and  (2)  an  increased 
resistance  of  enamel  to  attack  and  stimulate  remineralization  of  early  lesions. 

The  antibacterial  effect  of  fluoride  is  related  to  a number  of  cellular  reactions,  not 
all  of  which  are  currently  understood.  It  has  been  established  that  fluoride  has  the 
ability  to  bind  with  components  of  a number  of  bacteria  found  in  coronal  and  root 
surface  plaque  and  that  it  interferes  with  certain  metabolic  processes  within  the 
bacterial  cell.  For  example,  studies  which  have  examined  the  effect  of  fluoride  on 
streptococci  have  found  that  it  acts  as  an  inhibitor  of  enzymes,  such  as  enolase  and 
phosphoglucomutase,  which  are  involved  in  glycolysis  and  acid  production. 
Inhibition  of  the  enzyme  enolase  may  also  reduce  the  ability  of  the  cell  to  transport 
sucrose  into  the  cell  and  to  synthesize  peptidoglycan,  a structural  component  of  the 
bacterial  cell  wall.  Some  evidence  is  available  which  shows  that  fluoride  may 
reduce  the  ability  of  bacteria  to  survive  in  an  acidic  environment.  It  is  suspected 
that  fluoride  may  increase  the  permeability  of  the  cell  membrane  to  acid, 
decreasing  the  cytoplasmic  pH  and  reducing  the  glycolytic  activity  of  the  bacteria. 

Fluoride  affects  the  crystalline  structure  of  enamel  and  makes  it  more  resistant  to 
decay.  It  has  also  been  observed  that  fluoride  promotes  the  remineralization  of 
partially  demineralized  enamel  and  may  stimulate  repair  of  incipient  carious 
lesions.  Hydroxyapatite,  the  major  inorganic  material  of  enamel,  is  converted  into 
fluorapatite,  which  has  a lower  solubility  rate  in  the  presence  of  acid.  Cementum 
also  has  been  shown  to  contain  hydroxyapatite.  Furthermore,  it  appears  that  the 
caries  process  affects  cementum  and  enamel  in  a similar  manner  in  that  the 
subsurface  is  decalcified  before  the  surface  layer. 

On  the  basis  of  what  is  known  about  the  effectiveness  of  fluoride  in  preventing 
enamel  surface  lesions,  the  variety  of  oral  pathogens  sensitive  to  fluoride,  the 
histological  and  environmental  similarities  of  enamel  and  cementum  as  well  as  the 
apparent  similarities  in  the  caries  process  in  both  tissues,  it  seems  reasonable  to 
presume  that  the  preventive  aspects  of  fluoride  on  enamel  will  also  apply  to 
cementum. 
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The  increasing  life  span  of  the  U.S.  population  coupled  with  the  decreasing 
prevalence  of  coronal  caries  will  result  in  a significant  increase  in  the  number  of 
root  surfaces  at  risk  to  decay,  making  the  problem  an  urgent  one  at  this  time. 
Therefore,  it  is  proposed  that  the  effect  of  fluoride  on  cementum  and  on  the 
bacteria  associated  with  cemental  lesions  be  investigated. 

Individual  research  grant  applications  are  invited  for  research  on  this  topic. 
Initially,  there  will  be  a single  competition  with  an  application  receipt  date  of 
October  15,  1982;  this  RFA  may  be  re-issued  at  a later  date. 

II.  RESEARCH  GOALS  AND  SCOPE 

The  purpose  of  this  RFA  is  to  solicit  high  quality  research  grant  applications  that 
would  contribute  to  the  understanding  of  the  effect  of  fluoride  on  the 
mineralization,  demineralization  and  remineralization  of  artificially  or  naturally 
induced  incipient  lesions  on  root  surfaces  and  elucidate  the  anticariogenic  effects 
of  fluoride  on  the  bacteria  associated  with  this  process. 

The  choice  of  research  objectives,  identification  of  specific  aims,  development  of 
appropriate  protocols  and  methodologies,  and  the  procedures  for  analysis  and 
interpretation  of  data  are  left  to  the  investigator's  initiative.  However,  once  an 
award  is  made  under  this  program,  any  substantial  modification  of  the  research 
originally  proposed  must  be  mutually  agreed  upon  by  the  investigator  and  the  NCP. 

III.  MECHANISM  OF  SUPPORT 

The  support  for  this  program  will  be  the  traditional  grant-in-aid.  It  is  anticipated 
that  two  or  three  awards  will  be  made,  if  a sufficient  number  of  high  quality 
applications  is  received.  Although  funds  have  been  allocated  for  this  program  in 
the  NCP  financial  plans  for  fiscal  years  1983  through  1985,  award  of  grants 
resulting  from  this  RFA  is  contingent  upon  receipt  of  appropriated  funds  for  this 
purpose.  Requests  should  be  restricted  to  three  years  of  support.  Starting  dates  as 
early  as  July  1,  1983  may  be  requested.  Funding  beyond  the  first  year  of  the  grant 
will  be  contingent  upon  satisfactory  progress  during  the  preceding  year.  All 
policies  and  requirements  which  govern  the  research  grant  programs  of  the  PHS, 
including  cost  sharing,  will  apply  to  grants  made  as  a result  of  responses  to  this 
invitation. 

IV.  METHODS  AND  CRITERIA  FOR  REVIEW 

Applications  in  response  to  this  invitation  will  be  reviewed  in  competition  with 
each  other.  The  initial  review  of  the  applications  for  scientific  an  technical  merit 
will  be  by  a special  study  section  of  the  Division  of  Research  Grants  (DRG); 
secondary  review  will  be  by  the  National  Advisory  Dental  Research  Council  in  May 
1983.  Applicants  will  be  informed  of  the  outcome  of  the  review  shortly 
thereafter.  The  earliest  possible  beginning  date  will  be  July  1,  1983. 
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Questions  concerning  this  RFA  and  other  grant-related  activities  of  the  NCP  should 
be  addressed  to: 


John  D.  Townsley,  Ph.D. 

Chief 

or 

Anna  M.  Barish 

Health  Scientist  Administrator 

Caries  Research  Grants  and  Contracts  Branch 

National  Caries  Program 

National  Institute  of  Dental  Research 

Westwood  Building  - Room  522 

5333  Westbard  Avenue 

Bethesda,  Maryland  20205 

Telephone:  (301)  496-7884 

Applications  must  be  responsive  to  the  objectives  of  this  RFA.  Applications  judged 
nonresponsive  by  the  DRG  and  the  NIDR  will  be  processed  as  regular  grant 
applications,  as  will  applications  received  after  October  15,  1982.  The  DRG  will 
not  accept  an  application  in  response  to  this  announcement  that  is  the  same  as  one 
concurrently  being  considered  by  any  other  NIH  awarding  unit. 

The  factors  to  be  considered  in  evaluating  each  application  will  be:  (a)  the 
importance  of  the  research  problem  and  the  information  sought;  (b)  the  adequacy  of 
the  experimental  design;  (c)  the  feasibility  and  promise  of  the  methods  proposed; 
(d)  the  novelty  or  originality  of  the  application;  (e)  the  training,  experience  and 
research  competence  of  potential  of  the  investigator(s);  (f)  the  suitability  of  the 
facilities,  including  the  availability  of  any  special  resources  required;  and  (g)  the 
appropriateness  of  the  requested  budget  relative  to  the  work  proposed. 

Applications  should  be  prepared  on  form  PHS  398,  the  application  form  for  the 
traditional  research  grant,  which  can  be  obtained  from  the  DRG,  NIH,  or  from  the 
Institution's  application  control  office.  The  first  (face)  page  of  the  application  and 
the  outside  of  the  mailing  package  should  be  labeled  "RESPONSE  TO  RFA  NIH- 
NIDR-NCP-82-2  Fluoride  and  Root  Surface  Caries."  The  conventional  presentation 
in  format  and  detail  for  regular  research  grant  applications  should  be  followed  and 
the  points  identified  under  the  "Review  Criteria"  must  be  fulfilled. 

The  receipt  date,  for  an  original  and  six  copies  of  the  completed  application  is  on 
or  before  October  15,  1982.  Applications  should  be  sent  to: 

Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 
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ANNOUNCEMENT 
PULMONARY  ACADEMIC  AWARD 
NATIONAL  HEART,  LUNG,  AND  BLOOD  INSTITUTE 


Application  Receipt  Date:  November  1,  1982 
Letter  of  Intent:  September  1,  1982 


The  Division  of  Lung  Diseases,  National  Heart,  Lung,  and  Blood  Institute  invites  national 
competition  for  Pulmonary  Academic  Awards,  which  have  the  dual  purpose  of  improving 
the  quality  of  pulmonary  curricula  and  of  fostering  research  and  careers  in  the 
respiratory  field.  Each  school  of  medicine  or  osteopathy  in  the  United  States  or  its 
possessions  and  territories  is  eligible  for  such  an  award.  (Awards  are  limited  to  one  for 
each  eligible  school,  for  a project  period  up  to  five  years.) 

The  Division  initiated  the  Pulmonary  Academic  Award  Program  to  provide  a stimulus  for 
development  of  a pulmonary  curriculum  in  those  schools  that  do  not  have  one  and  to 
strengthen  and  improve  the  pulmonary  curriculum  in  those  schools  that  do.  Awards 
provide  support  to  individual  faculty  members  for  their  educational  development  and  for 
implementation  of  the  pulmonary  curriculum.  This  announcement  is  expected  to  be  the 
final  invitation  to  eligible  schools  to  compete  for  a Pulmonary  Academic  Award. 

This  award  is  intended  to: 

encourage  development  of  a quality  pulmonary  curriculum  that  will  attract 
outstanding  students  to  pulmonary  research  and  medical  practice; 

0 ensure  superior  learning  opportunities  in  pulmonary  medicine; 

develop  promising  young  faculty  whose  interest  and  training  are  in  pulmonary 
medicine; 

develop  superior  faculty  who  have  a major  commitment  to,  and  possess 
educational  skills  for,  teaching  pulmonary  medicine; 

facilitate  interchange  of  educational  ideas  and  methods  among  awardees  and 
institutions;  and 

develop  at  the  grantee  institution  the  ability  to  strengthen  continuously  the. 
improved  pulmonary  curriculum,  with  iocal  funds,  subsequent  to  the  award. 

I.  CRITERIA  FOR  THE  AWARD 

Competitive  review  for  a Pulmonary  Academic  Award  will  include  assessment  of 
both  the  sponsoring  institution  and  the  proposed  awardee.  The  institution  must 
propose  a candidate  with  competence  in  pulmonary  medicine  and  a major  career 
interest  in  improving  educational  programs.  Plans  must  be  presented  which  will 
indicate  the  development  or  improvement  of  the  pulmonary  educational  program. 
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The  awardee  must  be  provided  with  time  to  acquire  the  educational  skills  necessary 
for  personal  development  as  a teacher  and  for  the  development  of  the  pulmonary 
curriculum.  Facilities  for  rigorous  pulmonary  research  and  quality  patient  care 
must  be  available. 

The  candidate  must  hold  an  academic  appointment  at  the  sponsoring  institution  at 
the  time  of  application  and  have  sufficient  research  training  or  clinical  experience 
in  pulmonary  disease  to  be  able  to  develop  and  implement  a high  quality  curriculum 
within  the  institution.  Plans  for  evaluating  the  outcome  of  this  effort  must  be 
presented.  If  the  candidate's  background  requires  further  educational  development, 
the  plans  to  acquire  this  additional  training  should  be  described.  Relevent  training 
in  epidemiology,  clinical  trials,  behavioral  science  or  other  areas  could  be 
advantageous  in  the  broader  role  of  the  candidate  in  stimulating  an  understanding 
of  pulmonary  diseases  among  other  peer  health  professionals  in  the  institution. 

II.  PROVISIONS  OF  THE  AWARD 

Subject  to  the  availability  of  funds,  the  non-renewable  Pulmonary  Academic  Award 
will  include  funds  for  the  awardee's  salary  up  to  $30,000,  fringe  benefits, 
curriculum  development  and  actual  indirect  costs  not  to  exceed  8%  of  total 
allowable  direct  costs. 

The  proportion  of  the  applicants  total  salary  which  is  requested  from  this  grant 
must  be  commensurate  with  the  time  or  effort  (at  least  50%)  to  be  devoted  to  the 
Pulmonary  Academic  Award.  The  total  salary  on  which  it  is  based  must  be 
consistent  both  with  the  established  salary  structure  at  the  institution  and  with 
salaries  actually  provided  by  the  institution  from  its  own  funds  to  other  staff 
members  of  equivalent  qualifications,  rank  and  responsibilities  in  the  department 
concerned.  If  full-time  salaries  are  not  currently  paid  to  comparable  staff 
members,  the  proposed  salary  must  be  appropriately  related  to  the  existing  part- 
time  salary  structure. 

The  Awardee  may  serve  as  a principal  or  participating  investigator  on  an  NIH- 
supported  grant  or  contract  and  may  draw  salary  from  it  (not  to  exceed  50%). 

III.  REVIEW  OF  APPLICATION 

Applications  for  Pulmonary  Academic  Awards  will  be  appraised  in  terms  of  criteria 
outlined  for  the  institution  and  the  Awardee  in  CRITERIA  FOR  THE  AWARD. 

The  review  will  include  an  assessment  of  the  written  proposal  and  will  require  an 
interview  with  the  prospective  Awardee  in  Bethesda,  Maryland.  (Travel  expenses 
for  this  interview  must  be  paid  by  the  applicant  institution).  The  initial  review 
group  will  recommend  applicants  for  consideration  to  the  National  Heart,  Lung,  and 
Blood  Advisory  Council. 

IV.  METHODS  OF  APPLYING 

Each  prospective  applicant  should  forward  a brief  letter  of  intent  not  later  than 
September  1,  1982,  to: 
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Carol  H.  Letendre,  Ph.D. 

Contracts,  Clinical  Trials,  and  Training  Section 
Review  Branch,  Division  of  Extramural  Affairs 
National  Heart,  Lung,  and  Blood  Institute 
Westwood  Building  - Room  548 
Bethesda,  Maryland  20205 

The  Institute  requests  such  letters  only  to  have  some  idea  of  the  number  of 
applications  that  may  be  expected  and  to  start  planning  for  their  review. 

Application  forms  (PHS  398)  may  be  obtained  from  the  administrative  office  of  the 
applicant  institution  or  from  the  Division  of  Research  Grants,  NIH. 

V.  DEADLINE  FOR  RECEIPT  OF  APPLICATIONS 

Application  Receipt  Council  Review  Start  Date 

November  1,  1982  May,  1983  July  1,  1983 

VI.  FOR  ADDITIONAL  INFORMATION 

Prospective  applicants  are  encouraged  to  review  the  Pulmonary  Academic  Award 
Announcement  dated  June,  1982,  which  will  detail  the  eligibility  requirements  and 
applications  procedures.  Requests  for  copies  of  this  announcement  and  questions 
related  to  the  Pulmonary  Academic  Award  should  be  directed  to: 

Robert  M.  Conant,  Ph.D. 

Chief,  Prevention,  Education,  and 
Manpower  Branch 
Division  of  Lung  Diseases 
National  Heart,  Lung,  and  Blood  Institute 
Westwood  Building  - Room  6A12 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-7668 
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REQUEST  FOR  RESEARCH  GRANT  APPLICATION; 

RFA  NIH-NCI-DRCCA-S2-10 

COMMUNITY  CLINICAL  ONCOLOGY  PROGRAM 

NATIONAL  CANCER  INSTITUTE 


Application  Receipt  Date:  November  9,  1982 


I.  PURPOSE 

The  Director  of  the  National  Cancer  Institute  (NCI)  is  interested  in  establishing  a 
large  scale  cancer  control  effort  which  involves  practicing  community  oncologists 
in  the  NCI  clinical  trials  programs.  The  purpose  of  the  program  is  to  utilize  as  a 
resource  the  increasing  number  of  highly  trained  oncologic  specialists  who  have 
entered  community  practice  in  recent  years.  Combining  the  expertise  of 
community  physicians  with  ongoing  clinical  research  projects  will  result  in  a 
dynamic  development  and  exchange  of  the  newest  clinical  treatment  research 
findings  at  the  community  level.  The  Community  Clinical  Oncology  Program 
(CCOP)  should:  (1)  provide  adequate  support  for  expanding  the  clinical  research 
effort  in  the  community  setting;  (2)  involve  primary  care  physicians  early  in  the 
course  of  clinical  treatment  research  to  provide  the  benefits  of  clinical 
investigation  to  communities;  (3)  establish  a base  for  an  extension  of  other  cancer 
control  efforts  in  the  areas  of  prevention,  early  detection,  rehabilitation,  and 
supportive  care;  and  (4)  examine  selected  issues  in  CCOP  performance  (e.g., 
patient  accrual  and  evaluability)  and  the  diffusion  of  innovative  information. 

II.  BACKGROUND  AND  PROGRAM  PLANNING 

The  Director  of  the  NCI  first  expressed  the  intention  to  develop  the  Community 
Clinical  Oncology  Program  in  March  1981.  In  response  to  the  NCI  interest,  the 
Association  of  Community  Cancer  Centers  established  a Committee  on  Clinical 
Research.  Recommendations  with  extensive  documentation  from  a series  of 
deliberations  by  the  membership,  consisting  of  55  health  professionals  representing 
communities  in  20  states,  were  presented  to  NCI. 

In  duly  1981,  the  Board  of  Scientific  Counselors  of  the  Division  of  Resources, 
Centers,  and  Community  Activities  (DRCCA)  formed  a Subcommittee  on 
Community  Oncology  and  Technology  Transfer  which  included  academic  and 
community  oncologists,  cancer  center  directors  and  cooperative  group  chairmen.  A 
position  paper  developed  by  this  subcommittee  was  presented  to  the  DRCCA  Board 
of  Scientific  Counselors,  which  gave  concept  approval  for  the  CCOP  in  October 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.399, 
Cancer  Control.  Awards  will  be  made  under  the  authority  of  the  Public  Health  Service 
Act,  Title  IV,  Section  403  (Public  Law  78-410,  as  amended;  42  USC  284)  and 
administered  under  PHS  grant  policies  and  Federal  regulations  42  CFR  Part  52  and  4 5 
CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems 
Agency  review. 


1981.  There  has  been  a broad  and  extensive  involvement  of  the  potential  CCOP 
participants  in  the  development  of  this  new  cancer  control  effort  after  concept 
approval.  Following  the  initial  developmental  activities  from  January  through  June 

1982,  the  NCI  staff  conducted  CCOP  regional  workshops  in  a number  of  areas  (e.g., 
California,  Texas,  New  Jersey,  Louisiana,  Florida,  Georgia,  Illinois,  Massachusetts, 
Missouri,  Virginia,  and  Washington,  D.C.).  NCI  staff  also  made  presentations  in 
conjunction  with  the  professional  meetings  of  organizations  such  as  the  Association 
of  American  Cancer  Institutes,  National  Surgical  Adjuvant  Breast  Project,  North 
Central  Oncology  Group,  Eastern  Cooperative  Oncology  Group,  and  American 
Society  of  Clinical  Oncology.  During  this  time  information  was  exchanged 
informally  by  NCI  staff  and  community  participants  through  individual  telephone 
inquiries  and  written  commentaries.  As  a result  of  this  vast  external  informational 
input,  many  problem  areas  have  been  resolved. 

The  CCOP  initiative  is  intended  to  meet  the  needs  of  cancer  patients  by  utilizing 
the  trained  specialists  now  practicing  in  community  hospitals  and  clinics  and 
establish  a system  of  community  clinical  oncology  programs  which  will  participate 
in  clinical  research  trials.  Over  80  percent  of  patients  with  cancer  are  treated  in 
the  community  with  only  a small  number  entering  clinical  trials.  The  Division  of 
Cancer  Treatment  (DCT)  of  NCI  supports  a national  clinical  trials  program  largely 
through  academic  centers.  These  have  included  (1)  multimodal  national  and 
regional  cooperative  groups,  (2)  groups  in  which  the  investigators  have  a particular 
expertise  (such  as  pediatricians),  (3)  groups  that  are  designed  to  deal  primarily  with 
high  technology  single  modality  studies  and  (4)  groups  that  are  specifically  disease- 
oriented.  Additional  large  cancer  centers  are  involved  in  implementation  of  local 
clinical  research  protocols. 

Over  the  past  decade,  increasing  numbers  of  highly  trained  clinical  cancer 
specialists,  experienced  in  clinical  research  and  protocol  care,  have  been  entering 
private  practice  in  the  community.  Experience  within  several  Cooperative  Groups 
has  indicated  that  physicians  caring  for  cancer  patients  in  the  community  can 
maintain  high  quality  clinical  research  activities  similar  to  that  of  the  academic 
centers.  Evidence  exists  that  new  technology  can  be  transferred  effectively  by 
having  community  physicians  participate  in  clinical  research  activities. 

The  CCOP  will  be  developed  and  supported  by  the  Division  of  Resources,  Centers 
and  Community  Activities  (DRCCA),  National  Cancer  Institute.  Participating 
community  programs  will  be  required  to  enter  or  refer  into  NCI-approved  clinical 
trials,  designated  as  high  priority  by  a research  base  with  which  the  CCOP  is 
affiliated.  These  research  bases  may  be  national  or  regional  multi-disease 
cooperative  groups,  specialized  cooperative  groups  or  cancer  centers  currently 
participating  in  NCI  approved  clinical  research  protocols.  Participants  are 
encouraged  to  enter  patients  with  early  stage  disease  with  common  cancers  and  to 
enter  or  refer,  if  appropriate,  patients  with  uncommon  cancers. 

Patient  entry  onto  clinical  trials  will  be  done  through  collaboration  with  a 
maximum  of  (1)  two  primary  multi-disease  research  bases  (with  two,  only  one  may 
be  a cooperative  group)  having  a spectrum  of  clinical  trial  protocols  available  and 
(2)  a maximum  of  three  specialty  research  bases.  Participation  with  specialty  or 
multi-disease  research  bases  will  be  considered  equal  and  a CCOP  may  choose  only 
one  of  either  or  a maximum  of  five  when  combined  affiliations  occur.  Eligible 
patients  in  a single  disease  category  should  be  allocated  to  one  protocol  in  the  case 
where  multiple  affiliations  have  resulted  in  overlapping  protocols. 
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The  diffusion  hypothesis  will  be  tested  during  the  course  of  the  program.  A 
separate  CCOP  evaluation  is  planned  to  test  this  hypothesis.  According  to  this 
hypothesis,  it  is  anticipated  that  participation  of  some  patients  in  research  will 
beneficially  influence  those  patients  not  participating  in  research  protocols. 
Information  diffusion  in  future  cancer  control  programs  of  the  NCI  will  similarly  be 
tested. 

III.  OBJECTIVES  OF  THE  COMMUNITY  CLINICAL  ONCOLOGY  PROGRAM 
The  CCOP  initiative  is  designed: 

A.  To  bring  the  advantages  of  clinical  research  to  cancer  patients  in  their  own 
communities,  by  having  practicing  doctors  and  their  patients  participate  in 
clinical  treatment  research  protocols,  and  thus  foster  an  exchange  between 
clinical  research  and  cancer  control. 

B.  To  reduce  national  mortality  by  speeding  the  transfer  of  newly  developed 
cancer  treatment  technology  to  widespread  community  application. 

C.  To  provide  a basis  for  involving  a wider  segment  of  the  community  in  cancer 
control  activities  and  investigate  the  diffusion  of  cancer  therapy  advances  in 
community  medical  practices.  The  diffusion  hypothesis  presumes  that 
introduction  of  quality-controlled  clinical  research  trials  in  the  community 
will  also  benefit  those  patients  not  treated  as  part  of  this  protocol. 

D.  To  develop  programs  to  serve  as  part  of  a broadly  based  nationwide  resource 
for  quality-controlled  distribution  of  increasing  numbers  of  experimental 
anti-cancer  agents. 

E.  To  facilitate  wider  community  participation  in  future  cancer  control  and 
prevention  research  activities  planned  by  NCI. 

IV.  CRITICAL  ELEMENTS  FOR  A CCOP 

A.  The  CCOP  may  be  a single  clinic,  a group  of  practicing  physicians,  a single 
hospital,  or  a consortium  of  physicians  and/or  clinics  and/or  hospitals. 

NCI  recognized  comprehensive  and  clinical  cancer  centers  (holding  CORE 
grants)  are  not  eligible.  A University  hospital  which  is  the  major  teaching 
institution  for  that  university  will  not  be  eligible.  University  hospitals  and 
Veterans  Administration  hospitals  may  participate  as  a non-dominant  member 
of  a consortium  led  by  a community  institution.  University  hospitals 
participating  as  Division  of  Cancer  Treatment  funded  Cooperative  Group 
members  will  not  be  eligible.  Unfunded,  non-university  group  members  will 
be  eligible.  Those  institutions  that  currently  participate  as  part  of  the 
Division  of  Resources,  Centers,  and  Community  Activities  funded 
Cooperative  Group  Outreach  Program  or  Cancer  Centers  Outreach  Program 
will  be  eligible.  Cooperative  Group  Outreach  Program  support  will  be 
terminated  for  successful  CCOP  applicants.  This  funding  will  revert  to  the 
National  Cancer  Institute  Cancer  Control  Program. 

B.  Each  CCOP  must  have  a demonstrated  potential  and  stated  commitment  to 
contribute  a minimum  of  50  evaluable  patients  per  year  to  approved  clinical 
research  protocols  active  in  the  center  or  group  with  which  the  community 
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center  is  affiliated.  Although  the  CCOP  is  most  appropriate  for  adult 
patients,  for  pediatric  CCOPs,  the  50  patient  minimal  requirement  will  be 
reduced  for  those  applicants  able  to  place  a majority  of  their  eligible  patients 
on  protocol.  The  written  affiliation  agreements  between  the  CCOP  and  its 
research  bases  will  specify  the  priority  protocols  which  can  meet  this 
obligation.  As  one  measure  of  performance,  it  is  expected  that  10  percent  or 
more  of  eligible  patients  in  suitable  disease  categories  available  for  study  to 
physicians  listed  as  participating  in  a CCOP  application  will  be  placed  on 
protocols.  The  mix  of  cancer  patients  to  meet  the  reporting  requirement  will 
be  negotiated  in  advance  with  the  research  base.  Patients  transferred  from 
the  community  to  any  NCI  supported  clinical  research  program  in  order  to 
receive  protocol  treatment,  will  be  credited  to  the  CCOP.  Referrals  to 
centers  for  NCI  supported  protocol  treatment  will  result  in  a credit  to  the 
referring  CCOP  of  1.25  per  patient  toward  the  minimum  patient  requirement. 

C.  Each  CCOP  is  expected  to  have  a committed  multidisciplinary  professional 
team  appropriate  for  their  expected  protocol  participation.  This  may  include 
surgeons,  radiation  oncologists,  medical  oncologists,  pathologists,  oncology 
nurses,  and  psychiatrists.  Administrative  and  data  management  personnel 
will  be  necessary.  Other  appropriate  disciplines  may  be  added  (e.g., 
gynecologic  oncologists,  pediatric  oncologists).  One  of  this  group  will  serve 
as  principal  investigator.  An  associate  investigator  should  be  named  to  assure 
continuity  in  the  event  of  departure  of  the  principal  investigator. 

D.  Each  CCOP  must  delineate  its  patient  referral  area.  Consideration  will  be 
given  to  demographic  and  geographic  distribution  of  CCOPs  in  the  final 
selection  process.  Multiple  CCOPs  competing  for  the  same  patient 
population  will  be  considered  but  may  not  be  awarded  unless  warranted  by  the 
population  density.  Individual  institutions  or  consortia  may  apply  but  a single 
administrative  focus  should  be  designated. 

E.  Each  CCOP  must  provide  evidence  that  an  affiliation  has  been  established 
with  a nationally  recognized  clinical  cancer  research  base  (e.g.,  clinical  or 
comprehensive  cancer  center,  national  or  regional  cooperative  group).  A list 
of  research  base  options  is  available  upon  request  (see  Section  XII).  Multiple 
affiliations  are  permitted  provided  they  are  not  conflicting.  These 
affiliations  must  exist  in  the  form  of  a written  agreement  between  the  CCOP 
applicant  and  corresponding  research  base(s)  at  the  time  of  application 
submission.  This  agreement  must  specifically  state  how  the  problem  of 
competing  protocols  is  to  be  resolved.  Initial  affiliations  must  be  maintained 
during  the  first  three-year  funding  cycle.  Unusual  circumstances  may  require 
changes  in  research  base  affiliations,  subject  to  NCI  staff  approval.  CCOP 
affiliations  with  centers  and  regional  cooperative  groups  must  be 
geographically  appropriate.  A CCOP  applicant  may  not  bypass  regional 
research  base  programs  to  establish  ties  with  distant  centers  unless  there  is 
clear  justification  and  NCI  staff  approval. 

F.  The  conditions  of  affiliation  with  a maximum  of  two  multi-disease  research 
bases  (with  two,  only  one  may  be  a cooperative  group)  and  three  special 
category  research  bases  must  be  provided  in  the  CCOP  Research  Base 
Affiliation  Agreement(s). 

G.  Quality-controlled  clinical  research  data  is  a performance  requirement. 
Assurance  of  quality  is  the  joint  responsibility  of  the  CCOP  and  its  research 
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base  affiliate(s).  Quality  control  procedures,  operational  in  the  center  or 
group,  will  be  applied  to  the  CCOPs  and  must  be  specified  in  the  CCOP- 
Research  Base  Affiliation  Agreement. 

H.  Each  CCOP  must  have  a defined  space  for  administrative  activities  and 
administrative  personnel  which  will  serve  as  a focus  for  data  management, 
quality  control,  and  communication. 

I.  Allocation  of  CCOP  funds  to  support  community  and  research  base  costs  for 
receipt,  handling,  and  analysis  of  patient  data  should  be  specified  in  the 
written  agreement  between  the  CCOP  applicant  and  its  research  base. 
Allowable  items  in  the  budget  would  be  for  administrative  personnel,  data 
handlers,  and  study  assistants,  supplies  and  services  directly  related  to  study 
activities  (e.g.,  processing  and  sending  material  for  pathology  review, 
processing  and  sending  port  films  for  radiation  therapy  quality  control)  and 
limited  travel  to  meetings  directly  related  to  study  activities.  Physician 
compensation  would  be  allowable  only  for  time  spent  on  the  project  other 
than  clinical  care.  Total  funding  as  well  as  allowable  physician  compensation 
may  be  increased  proportionately  for  participating  in  future  NCI  initiated 
cancer  control  activities.  Initial  funding  is  to  be  for  three  years. 

J.  The  following  administrative  requirements  prior  to  award  will  apply  to  all 
CCOP  programs. 

1.  Management  of  Federal  Funds 

This  ability  includes  the  following  basic  requirements: 

o A formal  organizational  structure  capable  of  managing  the  project 
and  safeguarding  the  disposition  of  federal  funds; 

o Adequate  cost  accounting  and  bookkeeping  procedures  including 
the  capacity  to  separately  monitor  federal  funds; 

o Time  and  effort  policies  to  account  for  personnel  costs;  and 

o Accountability  for  all  equipment,  supplies  and  other  necessary 
project  expenditures. 

2.  Mandated  Assurances 


These  may  be  found  in  the  Grant  Application  Form  398  (Rev.  5/80): 
o Civil  Rights  (page  4) 

o Handicapped  Individuals  (page  4) 

o Sex  Discrimination  (page  4) 

o Protection  of  Human  Subjects  (pages  3 and  14) 


3.  Cost  Sharing 

The  Appropriation  Act  for  the  DHHS  requires  that  grantee  institutions 
share  in  the  cost  of  activities  supported  by  research  grants.  Some 
direct  or  indirect  contribution  should  be  made  to  the  project. 

4.  Indirect  Costs 

Unless  directed  otherwise,  succesful  applicants  who  have  not  negotiated 
an  indirect  cost  rate  must  do  so.  The  negotiation  of  the  indirect  cost 
rate  may  begin  just  prior  to,  or  immediately  following,  notification  of 
grant  award.  Guidance  on  this  requirement  will  be  made  available  by 
the  NCI  upon  approval  of  the  application. 

5.  Payment  Procedures 

Payments  for  grants  awarded  by  the  NIH  are  made  through  the 
Departmental  Federal  Assistance  Financing  System  (DFAFS).  Guidance 
for  payment  will  be  made  by  the  NCI  to  successful  applicants  at  the 
time  of  award.  Under  no  circumstances  will  pre-award  costs,  (i.e., 
expenses  incurred  prior  to  actual  funding)  Be  allowed. 

K.  The  following  operational  prerequisites  are  expected: 

1.  A list  of  protocols  which  will  be  used  by  the  CCOP  to  meet  patient 
accrual  requirements  must  be  stated  in  the  initial  application. 
Protocols  initiated  after  the  initial  award  must  be  filed  with  DRCCA 
staff.  Protocol  review  and  approval  procedures  for  the  CCOP  will  be 
consistent  with  that  of  the  research  base. 

2.  Each  CCOP  agrees  to  maintain  a new  patient  log  or  minimal  registry  to 
include  age,  sex,  primary  site  of  cancer,  stage  of  disease,  and  treatment 
disposition  for  the  potentially  eliible  patient  pool. 

3.  Radiotherapy  equipment  must  have  its  calibration  verified  by  the 
Radiological  Physics  Center  (RPC)  or  one  of  the  regional  Centers  for 
Radiological  Physics  (CRP)  in  order  for  institutions  to  participate  in 
this  program.  Information  is  available  upon  request.  Prior  to  award,  a 
letter  of  compliance  will  be  provided. 

4.  Each  CCOP  agrees  to  accept  periodic  on-site  monitoring  by 
representatives  of  its  research  base(s)  or  NCI  or  an  NCI  designee.  The 
purpose  of  such  on-site  monitoring  may  include  monitoring  of  use  of 
investigational  drugs,  accuracy  of  data  recording,  completeness  of 
reporting  adverse  drug  reactions,  protocol  accrual  and  quality  control 
analysis,  fiscal  and  administrative  review. 

5.  Each  CCOP  agrees  to  an  annual  review  of  its  progress  by  the  executive 
committee  of  its  research  base(s)  and  DRCCA  staff.  This  review  will 
include,  but  not  be  limited  to,  overall  case  accrual,  accrual  to  high 
priority  protocols,  patient  eligibility,  patient  evaluability,  and 
timeliness  and  quality  of  data  reporting.  This  annual  review  may  be  the 
basis  for  probationary  status  or  adjustment  in  funding. 
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V.  CCOP  AND  RESEARCH  BASE(S)-COOPERATIVE  ACTIVITIES 

In  preparation  for  submission  of  the  application,  negotiations  between  the  CCOP 
and  the  research  base  should  result  in  agreement  about  protocol  participation, 
method  of  support  for  the  research  base  (for  data  management)  and  the  expected 
cost  to  the  research  base  as  a result  of  case  accrual.  Cooperation  is  anticipated  in: 

A.  Planning  for  program  development  and  training  of  support  personnel  (e.g., 
data  managers,  study  assistants,  oncology  nurses,  etc.). 

B.  Developing  and/or  making  available  appropriate  clinical  research  protocols. 

C.  Establishing  standards  for  surgery  and  pathology  reporting  procedures  of  the 
research  base,  community  members  and  affiliates. 

D.  Holding  regular  meetings  of  the  research  base,  community  members  and 
affiliates  for  review  of  ongoing  research  activities,  planning  of  future 
activities,  and  relate  professional  education. 

E.  Instituting  quality  control  procedures  for  data  recording,  protocol 
compliance,  and  reporting  of  adverse  reactions. 

F.  Instituting  control  procedures  for  treatment  planning  such  as  standardization 
of  radiation  equipment,  doses  and  fields. 

G.  Establishing  an  organizational  mechanism  for  the  relationship  between  the 
CCOP  and  research  base(s)  and  the  reimbursement  of  research  base  costs. 
Circumstances  may  vary  from  CCOP  to  CCOP. 

VI.  RESEARCH  BASE  PARTICIPATION 

The  general  function  of  a research  base  is  to  collaborate  to  a degree  appropriate  to 
the  applicant  CCOP,  providing  protocol  access,  assistance  in  data  quality  control 
and  feedback  information  on  clinical  trial  performance.  The  CCQP-Research  Base 
Agreement  should  define  mechanism  for  community  participants  to  have  input  as 
active  research  base  members. 

Each  research  base  will  need  to  develop  a plan  to  support  additional  administrative 
and  data  management  functions  and  to  provide  annual  reports  on  protocol  accrual 
and  quality  control  analysis  for  review  by  DRCCA  staff. 

Three  options  for  research  support  are  available.  The  research  ba'e(s)  participating 
with  approved  CCOPs  may  receive  appropriate  support  through  a supplement  to 
their  existing  primary  grant  which  will  be  subject  to  appropriate  review  and 
approval  processes.  Costs  will  be  based  on  anticipated  protocol  participation  and 
data  management  expectations,  negotiated  by  NCI  staff  after  appropriate  review. 
(See  Example  1) 


Example  1. 


An  alternative  method  of  fiscal  support  for  the  research  bases  may  come  through 
single  CCOP  (See  Example  2); 

Example  2. 


I 

CCOP 

I 

RESEARCH  BASE(S) 


or  a lead  CCOP  (See  Example  3); 
Example  3. 


Research  Base  Options 

A.  A Multi-disease  Research  Base 
(may  choose  one  or  two) 

1.  NCI-funded  comprehensive  and  clinical  cancer  centers 

2.  Cooperative  Groups 

a.  Cancer  and  Leukemia  Group  B (CALGB) 

b.  Eastern  Cooperative  Oncology  Group  (ECOG) 

c.  North  Central  Cancer  Treatment  Group  (NCCTG) 

d.  Northern  California  Oncology  Group  (NCOG) 

e.  Southeastern  Cancer  Study  Group  (SEG) 

f.  Southwest  Oncology  Group  (SWOG) 

g.  Mid-Atlantic  Oncology  Group-Georgetown  University 

h.  Piedmont  Oncology  Group 
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B.  Special  Category  Research  Bases  (maximum  three) 

1.  Pediatric  Oncology  Research  Base  (may  choose  one) 

a.  Childrens  Cancer  Study  Group  (CCSG) 

b.  Pediatric  Oncology  Group  (POG) 

2.  Other  Research  Bases  (may  choose  more  than  one) 

a.  Gynecologic  Oncology  Group  (GOG) 

b.  Radiation  Therapy  Oncology  Group  (RTOG)  - Must  clarify  patient 
allocation  if  protocols  overlap  with  category  A choices. 

c.  National  Surgical  Adjuvant  Breast  and  Bowel  Project  (NSABP)  - 
participation  in  surgical  protocols  (B-06  is  an  example)  falis  in  this 
category.  Participation  in  the  adjuvant  protocols  of  this  group 
may  be  a potential  conflict  with  the  protocols  of  a category  A 
research  base  and  allocation  of  patients  must  be  clarified  and  both 
NSABP  and  the  category  A research  base  must  concur  in  this 
allocation  plan. 

d.  Gastro-Intestinal  Tumor  Study  Group  (GITSG)  - participation  in 
the  protocols  of  this  group  may  conflict  with  protocol  of  a 
category  A research  base  and  allocation  of  patients  must  be 
clarified  and  both  GITSG  and  the  category  A research  base  must 
concur  in  this  allocation  plan. 

e.  Lung  Cancer  Study  Group  (LCSG)  - participation  in  the  protocols 
of  this  group  may  conflict  with  protocols  of  a category  A research 
base  and  allocation  of  patients  must  be  clarified  and  both  LCSG 
and  the  category  A research  base  must  concur  in  this  allocation 
plan. 

VII.  MECHANISM  OF  SUPPORT 

The  CCOP  awards  will  be  made  as  Cooperative  Agreements.  These  are  assistance 
relationships  supporting  projects  that  require  substantial  collaboration  and 
involvement  with  NCI  staff.  Depending  on  individual  CCOP  costs,  up  to  200  awards 
with  a total  not  to  exceed  10  million  dollars  per  year,  will  be  allocated  for  this 
program.  NCI  anticipates  making  multiple  awards  under  this  request.  Awards  will 
be  for  periods  of  three  years  to  establish  the  initial  capabilities  of  the 
participants.  Repetitive  RFAs  are  planned.  Renewal  of  grants  after  three  years 
will  be  contingent  upon  satisfactory  review  of  a competing  application  by  a 
scientific  peer  review  committee  and  the  National  Cancer  Advisory  Board. 

VIII.  LETTER  OF  INTENT 

Letters  of  intent  should  precede  the  submission  of  the  grant  application  and  are  due 
August  23,  1982.  These  are  to  be  detailed  documents  suitable  for  review  for 
responsiveness  to  this  Request  for  Applications.  Those  judged  to  be  non-responsive 
will  be  returned  with  an  explanation  and  the  applicants  will  be  encouraged  to 
respond  to  future  issuances  of  the  RFA  for  Community  Clinical  Oncology 
Programs. 
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The  letter  of  intent  should  address  the  following  issues  succinctly  (about  one  page 
per  topic): 

A.  A description  of  the  CCOP  organization  (including  catchment  area  and 
patient  availability). 

B.  Existing  cancer  control  activities  in  the  area  of  the  CCOP. 

C.  Names  and  type  of  practice  (e.g.,  medical  oncology,  internal  medicine)  of 
participants. 

D.  Research  affiliations,  planned  protocol  participation  and  estimated  patient 
accrual  per  protocol. 

The  total  pages  for  the  letter  should  not  exceed  15  pages.  Applicants  whose  letter 
of  intent  is  responsive  will  be  notified  and  asked  to  submit  full  applications. 

IX.  METHOD  OF  APPLYING 

Complete  applications  are  due  on  or  before  close-of-business  November  9,  1982. 
Applications  must  addres  all  requirements  as  presented  in  this  RFA.  Applications 
for  CCOPs  and  Research  Bases  should  be  submitted  on  Form  PHS  398,  (revised 
5/80),  the  application  form  for  the  traditional  research  project  grant,  which  is 
available  in  the  business  or  grants  and  contracts  office  at  most  academic 
institutions  and  research  institutions,  or  from  the  Division  of  Research  Grants, 
NIH,  Bethesda,  Maryland  20205.  This  CCOP  application  request  has  no  page 
limitation;  however,  applications  should  be  as  concise  as  possible.  The  words 
"Community  Clinical  Oncology  Program"  should  be  typed  in  bold  letters  on  line 
number  2 of  the  face  page  of  the  application  and  also  on  the  outside  of  the  mailing 
package. 

Additionally,  a brief  covering  letter  should  accompany  the  application  indicating 
that  it  is  being  submitted  in  response  to  this  request.  The  original  and  6 copies  of 
the  application  should  be  submitted  to  the  Division  of  Research  Grants,  NIH,  as 
directed  in  the  Grant  Application  Instructions.  Two  additional  copies  should  be 
sent  to: 


Referral  Officer,  Grants  Review  Branch 
Division  of  Extramural  Affairs 
National  Cancer  Institute 
Westwood  Building  - Room  826 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 

X.  REVIEW  PROCEDURES  AND  CRITERIA 

A.  Review  Method 


Applications  responsive  to  this  RFA  will  be  reviewed  by  an  appropriate  peer 
review  panel  of  the  National  Institutes  of  Health.  Final  review  is  provided  by 
the  National  Cancer  Advisory  Board. 
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B.  Availability  of  Patients 

Reviewers  will  assess  the  ability  of  the  CCOP  to  meet  the  requirement  for 
entering  a minimum  of  50  evaluable  patients  per  year  on  clinical  trials. 
Evaluable  patients  are  those  eligible  individuals  who  have  had  the  appropriate 
diagnostic  work-up,  treatment,  and  follow-up  to  complete  the  study  as 
outlined  in  the  protocol.  Available  patients  are  those  seen  by  CCOP 
physicians  who  may  be  considered  eligible  for  study.  Only  the  patients 
available  to  the  CCOP  applicants  will  be  counted  toward  the  denominator 
constituting  the  10%  minimum  requirement.  The  population  referral  area 
should  be  specified.  Information  (tumor  registry  and/or  clinic  visit  data) 
should  be  provided  which  demonstrate  the  number  of  cases  (by  disease 
category)  seen  per  year  by  the  participating  physicians  and/or  institutions 
during  1980  and  1981.  An  explanation  of  how  the  numbers  were  derived 
should  be  provided.  Special  attention  should  be  given  to  those  disease 
categories  for  which  the  CCOP  has  agreed  to  enter  patients  on  protocol. 

C.  Physicians 

Reviewers  will  consider  the  availability,  training,  experience  and 
commitment  of  participating  physicians  as  appropriate  for  the  treatment  of 
patients  on  the  protocols  in  which  the  CCOP  has  agreed  to  participate  (e.g., 
if  protocols  require  radiotherapy,  the  availability  and  qualifications  of 
radiation  therapists  will  be  considered,  etc.).  The  work  experience  of 
participant  oncologists  gained  from  residency,  fellowship,  or  post  training  in 
the  entry  and  treatment  of  cancer  patients  on  research  trials  should  be 
described.  A curriculum  vitae  (not  to  exceed  two  pages  each)  and  a signed 
statement  of  commitment  to  enter  patients  on  selected  protocols  chosen  by 
the  CCOP  from  each  participating  physician  should  be  provided. 

D.  Facilities  and  Equipment 

Reviewers  will  appraise  the  availability  of  treatment  facilities,  both  inpatient 
and  outpatient;  these  should  be  described  in  the  application.  If  the  CCOP 
plans  to  enter  patients  on  studies  involving  radiation  therapy,  available 
equipment  should  be  described.  A statement  of  commitment  from  each 
participating  institution  should  be  provided. 

E.  Other  Existing  Cancer  Control  Activities 

Reviewers  will  consider  the  quality  and  effectiveness  of  existing  cancer 
control  efforts.  These  include  education  programs,  tumor  board  conferences, 
patient  management  guideline  development,  formal  supportive  care  efforts, 
and  participation  in  formal  cancer  control  network,  outreach  and  research 
programs.  Such  activities  will  be  regarded  as  a positive  feature  in  an 
application  and  an  indication  of  the  institutional  commitment  to  quality 
cancer  care.  No  one  activity  will  be  considered  a requirement. 

F . Affiliation  Agreem ents 

Reviewers  will  appraise  the  affiliation  agreements  with  research  bases 
provided  in  the  application.  The  appropriateness  of  the  affiliation  and  of  the 
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protocols  chosen,  the  adequacy  of  quality  assurance  mechanism  for  both 
treatment  and  data,  and  the  adequacy  of  investigational  drug  monitoring 
procedures  and  data  management  procedures  will  be  considered. 

G.  Principal  Investigator 

Reviewers  will  consider  the  qualifications  and  experience  of  the  principal 
investigator  related  to  his/her  ability  to  organize  and  manage  a community 
oncology  program. 

H.  Support  Personnel 

The  qualifications  and  experience  of  all  proposed  non-physician  personnel  will 
be  assessed  by  the  reviewers.  A clear  description  of  the  proposed  duties  for 
each  named  and  to-be-named  position  should  be  provided. 

XI.  NATURE  OF  COOPERATION  WITH  NCI  STAFF:  TERMS  OF  AWARD 

A.  Protocol  Review 

Protocol  review  and  approval  procedures  for  the  CCOP  will  be  consistent 
with  that  of  the  research  base. 

B.  Quality  Control 

The  DRCCA  staff  will  periodically  review  mechanisms  developed  to  apply 
clinical  trials  quality  control  procedures  in  the  community  setting. 

C.  Data  Management 

DRCCA  staff  will  have  access  to  all  data  and  will  periodically  review  data 
management  by  the  group.  Data  must  be  available  for  external  monitoring  if 
required  by  NCI. 

D.  Investigational  Drug  Management 

DCT  staff  will  advise  investigators  of  specific  requirements  and  changes  in 
requirements  concerning  investigational  drug  management  that  the  Food  and 
Drug  Administration  (FDA)  may  mandate.  Investigators  performing  trials 
under  Cooperative  agreements  will  be  expected,  in  cooperation  with  the  NCI, 
to  comply  with  all  FDA  monitoring  and  reporting  requirements  for 
investigational  agents. 

E.  Program  Review  and  Performance  Reporting  Requirements 

Annual  progress  reports  will  be  submitted  to  the  DRCCA,  NCI.  Report 
format  will  be  provided  by  the  DRCCA  staff  to  the  CC(Ps.  Following  the 
receipt  of  these  reports,  the  CCOP's  progress  will  be  reviewed  by  the  DRCCA 
staff  in  collaboration  with  the  affiliated  research  bases.  Reviews  will  be 
based  on  performance  criteria  presented  in  this  RFA  and  as  outlined  in 
CCOP-Research  Base  Agreements. 
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XII.  SOURCES  OF  FURTHER  INFORMATION 

Inquiries  related  to  (1)  the  identification  of  eligible  research  base  options  and  (2) 
general  information  on  CCOPs  should  be  directed  to: 

Office  of  Cancer  Communications 
Public  Inquiries  Section 
Building  31  - Room  10A18 
9000  Rockville  Pike 
Bethesda,  Maryland  20205 

Residents  of  all  states  but  Maryland  may  call  the  toll  free  number: 

(800)  638-6694 

(800)  638-6070  Alaska  and  Hawaii 
Maryland  residents  may  call: 

(800)  492-6600 

Correspondence  related  directly  to  application  development  and  letters  of  intent 
should  be  directed  to: 

Robert  W.  Frelick,  M.D. 

Program  Director 
Division  of  Resources,  Centers  and 
Community  Activities 
National  Cancer  Institute 
Blair  Building  - Room  7A01 
8300  Colesville  Road 
Silver  Spring,  Maryland  20910 

Telephone:  (301)  427-8708 

Questions  pertaining  to  business  matters  should  be  directed  to: 

John  G.  Dell 

Grants  Management  Specialist 
Grants  Administration  Branch,  OD 
National  Cancer  Institute 
Westwood  Building  - Room  854 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-7444 
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V.  CCOP  AND  RESEARCH  BASE(S)~COOPERATIVE  ACTIVITIES 

In  preparation  for  submission  of  the  application,  negotiations  between  the  CCOP 
and  the  research  base  should  result  in  agreement  about  protocol  participation, 
method  of  support  for  the  research  base  (for  data  management)  and  the  expected 
cost  to  the  research  base  as  a result  of  case  accrual.  Cooperation  is  anticipated  in: 

A.  Planning  for  program  development  and  training  of  support  personnel  (e.g., 
data  managers,  study  assistants,  oncology  nurses,  etc.). 

B.  Developing  an/or  making  available  appropriate  clinical  research  protocols. 

C.  Establishing  standards  for  surgery  and  pathology  reporting  procedures  of  the 
research  base,  community  members  and  affiliates. 

D.  Holding  regular  meetings  of  the  research  base,  community  members  and 
affiliates  for  review  of  ongoing  research  activities,  planning  of  future 
activities,  and  relate  professional  education. 

E.  Instituting  quality  control  procedures  for  data  recording,  protocol 
compliance,  and  reporting  of  adverse  reactions. 

F.  Instituting  control  procedures  for  treatment  planning  such  as  standardization 
of  radiation  equipment,  doses  and  fields. 

G.  Establishing  an  organizational  mechanism  for  the  relationship  between  the 
CCOP  and  research  base(s)  and  fhe  reimbursement  of  research  base  costs. 
Circumstances  may  vary  from  CCOP  to  CCOP. 

VI.  RESEARCH  BASE  PARTICIPATION 

The  general  function  of  a research  base  is  to  collaborate  to  a degree  appropriate  to 
the  applicant  CCOP,  providing  protocol  access,  assistance  in  data  quality  control 
and  feedback  information  on  clinical  trial  performance.  The  CCOP-Research  Base 
Agreement  should  define  mechanism  for  community  participants  to  have  input  as 
active  research  base  members. 

Each  research  base  will  need  to  develop  a plan  to  support  additional  administrative 
and  data  management  functions  and  to  provide  annual  reports  on  protocol  accrual 
and  quality  control  analysis  for  review  by  DRCCA  staff. 

Three  options  for  research  support  are  available.  The  research  base(s)  participating 
with  approved  CCOPs  may  receive  appropriate  support  through  an  administrative 
supplement  to  their  existing  primary  grant  which  will  be  subject  to  the  usual 
approval  process.  Costs  will  be  based  on  anticipated  protocol  participation  and 
data  management  expectations,  negotiated  by  NCI  staff  with  appropriate 
consultation. 
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NOTICE 

DEADLINE  FOR  SUBMISSION  OF  ASSURANCES  OF  COMPLIANCE  WITH 
REVISED  HUMAN  SUBJECTS  PROTECTION  REGULATIONS 


On  January  26,  1961,  the  Department  of  Health  and  Human  Services  (DHHS)  published 
final  regulations  amending  basic  DHHS  policy  for  the  protection  of  human  research 
subjects.  Institutions  holding  an  Assurance  of  Compliance  were  encouraged  to  implement 
new  provisions  of  the  regulations  prior  to  the  negotiation  of  a revised  Assurance  of 
Compliance.  Since  August,  1981,  the  Office  for  Protection  from  Research  Risks  (OPRR) 
has  been  negotiating  Assurances  of  Compliance  with  the  new  regulations. 

This  notification  establishes  a deadline  of  December  31,  1982,  for  submission  of  a general 
(Multiple  Project)  assurance  prepared  in  accord  with  DHHS  regulations  published  in  the 
Federal  Register  on  January  16,  1981  (46  FR  8366). 

Institutions  are  encouraged  to  submit  an  Assurance  of  Compliance  at  the  earliest  possible 
date.  A sample  assurance  is  available  from  OPRR  (301  - 496-7041).  Although  it  is 
possible  that  approval  of  a multiple  project  assurance  might  not  be  transmitted  until 
sometime  after  December  31,  1982,  institutions  may  continue  to  function  under  their 
former  assurance  until  such  time  as  approval  for  the  revised  assurance  is  given.  Special 
(Single  Project)  assurances  will  continue  to  be  approved  on  a single  project  basis. 
GENERAL  ASSURANCES  WHICH  HAVE  NOT  BEEN  REVISED  TO  MEET  THE  1981 
REQUIREMENTS  AND  SUBMITTED  TO  OPRR  WILL  BE  TERMINATED  EFFECTIVE 
JANUARY  1,  1983. 
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NOTICE 


SPECIAL  CONSIDERATION  FOR  HEALTH  PROFESSIONAL  STUDENTS 

SEEKING  RESEARCH  CAREERS 


NIH  training  Program  Directors  are  reminded  that  NIH  training  grants  may  support 
individuals  who  wish  to  interrupt  their  medical,  veterinary,  dental,  or  other  professional 
school  studies  for  a year  or  more  to  engage  in  full-time  research  training  before 
completing  their  professional  degrees.  The  stipend  should  be  paid  at  the  predoctoral 
level  of  $5,040  per  year.  Program  Directors  are  advised  to  consult  with  NIH  staff  in  the 
awarding  Institute  before  appointing  such  trainees  unless  such  training  was  part  of  the 
approved  training  grant.  National  Research  Service  Award  (NRSA)  stipends  may  not 
support  studies  leading  to  the  M.D.,  D.O.,  D.D.S.,  D.V.M.,  or  other  similar  medical 
degrees,  nor  may  they  be  used  to  support  residencies.) 
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REQUEST  FOR  COOPERATIVE  AGREEMENTS  APPLICATIONS:  RFA 

NIH-NCI-DCT-CTRP-82-1 3 

STUDIES  OF  ACQUIRED  IMMUNO-DEFICIENCY  SYNDROME  (KAPOSI'S  SARCOMA 

AND  OPPORTUNISTIC  INFECTIONS) 

NATIONAL  CANCER  INSTITUTE 


Application  Receipt  Date:  October  22,  1982 


I.  BACKGROUND  INFORMATION 

The  National  Cancer  Institute  (NCI)  invites  applications  for  Cooperative 
Agreements  to  support  "Working  Group"  research  projects  into  the  etiology  and 
treatment  of  patients  with  Kaposi's  sarcoma  (KS),  unexplained  opportunistic 
infections  (Ol)  or  other  manifestations  of  acquired  immunodeficiency.  Since  June, 
1981,  the  Centers  for  Disease  Control  in  Atlanta  have  learned  of  an  increased 
occurrence  of  KS,  Pneumocystis  carinii  pneumonia,  and  other  serious  OI's 
concentrated  among  homosexual  men  in  the  United  States.  Investigation  to  date 
has  identified  an  apparently  new  syndrome  which  has  reached  epidemic 
proportions.  In  addition  to  the  association  with  homosexuality  there  is  an 
underlying  state  of  profound  immunosuppression  characterized  by  marked 
suppression  of  peripheral  blood  inducer /helper  T-lymphocytes.  Affected  patients 
have  very  often  presented  with  a symptom  complex  of  chronic  fever,  weight  loss 
and  lymphadenopathy  as  a prodrome  to  the  development  of  KS  or  serious  OI.  To 
date  epidemiologic  studies  have  failed  to  reveal  an  etiology,  although  abuse  of 
certain  drugs  (especially  nitrites)  and  previous  or  concomitant  infection  with 
certain  viruses  and  other  agents  have  been  common. 

This  serious  public  health  problem  deserves  intensive  investigation.  In  addition, 
research  into  this  epidemic  could  yield  important  new  information  on  the  etiology 
of  cancer  in  man.  The  purpose  of  this  RFA  is  to  encourage  such  research  by 
providing  support  to  institutions  possessing  an  interest  in  the  problem,  as  well  as  a 
population  of  affected  patients  and/or  laboratory  facilities  and  personnel 
appropriate  to  the  conduct  of  such  research. 

It  is  intended  that  this  research  will  be  conducted  in  the  context  of  a "Working 
Group,"  i.e.,  a group  of  institutions  carrying  out  various  research  projects  funded  as 
a result  of  this  RFA  or  other  mechanisms.  NCI  staff  will  serve  as  a resource  of 
information  and  will  work  to  facilitate  exchange  of  information  and  material 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.393, 
Cancer  Treatment  Research.  Awards  will  be  made  under  the  authority  of  the  Public 
Health  Service  Act,  Title  IV,  Part  A (Public  Law  78-410,  as  amended;  42  USC  282)  and 
administered  under  PHS  grant  policies  and  Federal  Regulations  42  CFR  Part  32  and  45 
CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems 
Agency  review. 
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between  involved  investigators.  It  is  NCI's  assessment  that  such  collaboration 
between  investigators  will  permit  achievement  of  the  goals  of  this  RFA  - i.e., 
definition  of  etiology,  treatment  and  prevention  - in  the  most  rapid  and  efficient 
manner  possible. 

II.  RESEARCH  GOALS  AND  SCOPE 

Studies  to  be  proposed  should  stress  innovative  approaches  to  this  problem  and 
should  include  any  or  all  of  the  following  three  components: 

1)  Epidemiologic  studies  designed  to  identify  risk  factors  in  patients  with 
KS,  the  acquired  immunodeficiency  syndrome  or  prodromal  conditions, 
along  with  appropriate  control  populations. 

2)  Laboratory  research  projects  in  etiology  and  pathophysiology.  These 
would  inclue  both  in  vitro  and  in  vivo  studies  in  such  areas  as 
immunology,  microbiology,  virology,  and  toxicology,  and  would  comprise 
studies  of  the  immunodeficiency  syndrome,  prodromes,  Kaposi's 
sarcoma  and  opportunistic  infections. 

3)  Innovative  treatment  and  prevention  research  projects  involving 
patients  with  Kaposi's  sarcoma,  unexplained  opportunistic  infections, 
other  manifestations  of  acquired  immunodeficiency,  or  prodromes  to 
this  syndrome.  Most  appropriate  would  be  therapy  studies  linked  to 
etiologic  hypotheses  or  observations. 

Encouraged,  but  not  required,  are  applications  from  institutions  or  consortia 
possessing  resources  and  expertise  in  all  areas.  All  applicants  should  clearly 
document  access  to  an  adequate  patient  population  base  (either  directly  or  through 
explicit  collaboration)  since  a major  criterion  for  review  will  be  an  ability  to 
complete  meaningful  studies  in  a reasonable  period  of  time. 

The  NCI  plans  semi-annual  meetings  of  the  Working  Group.  It  is  hoped  that  these 
meetings  will  provide  an  opportunity  for  the  development  of  collaborative 
arrangements  between  investigators  performing  complementary  research.  At  this 
time  it  is  impossible  to  explicitly  outline  the  nature  of  such  arrangements  since  the 
scope  of  projects  to  be  funded  is  unknown.  An  example,  however,  would  be  the 
provision  of  biological  specimens  from  patients  enrolled  in  epidemiologic  studies  to 
investigators  performing  in  vitro  studies  of  immune  function.  It  is  NCI's 
assessment  that  this  cooperation  will  hasten  the  resolution  of  the  important 
questions  relevant  to  this  epidemic  and  will  result  in  a more  efficient  allocation  of 
funds.  It  is  anticipated  that  NCI  staff  will  play  a key  role  in  coordinating  and 
facilitating  such  collaboration  as  various  research  activities  evolve.  Further 
details  of  this  involvement  are  outlined  below  under  "Terms  of  Award." 
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III.  MECHANISM  OF  SUPPORT 

Awards  will  be  made  as  Coopperative  Agreements.  These  are  assistance 
relationships  involving  substantial  involvement  with  NCI  staff,  as  outlined  under 
Part  IV,  "Terms  of  Award."  NCI  anticipates  making  multiple  awards  as  a result  of 
this  request.  It  is  anticipated  that  a total  of  $1,000,000  will  be  set  aside  to  fund 
the  initial  year's  awards.  Awards  will  be  made  for  project  periods  of  three  to  five 
years.  Future  renewal  applications  will  not  compete  for  earmarked  funds.  All 
policies  and  requirements  which  govern  the  grant  programs  of  the  PHS  apply, 
including  the  requirement  for  cost  sharing. 


IV.  NATURE  OF  COLLABORATION  WITH  NCI  STAFF:  TERMS  OF  AWARD 

This  section  outlines  the  collaboration  between  recipients  of  these  cooperative 
agreements  and  NCI  program  staff. 

A.  Scientific  Resources 

1.  The  Awardees  shall  develop  research  protocols  and  plans  in  accord  with 
their  individual  interests  and  strengths  as  well  as  the  minimum 
requirements  included  in  these  terms  of  award. 

2.  The  NCI  staff  will  serve  as  a resource  of  information  on  the  activities 
of  various  members  of  the  working  group  and  will  act  to  facilitate 
collaboration  among  involved  researchers.  It  is  in  the  context  of  the 
Working  Group  semi-annual  meetings  that  the  awardees,  with  the 
assistance  of  NCI  staff,  will  identify  and  develop  these  collaborative 
areas. 

B.  Treatment  Studies 

NCI  approval  will  be  required  for  all  treatment  protocols  developed  following 
award.  NCI  staff  will  hold  regular  protocol  review  meetings  chaired  by  the 
Associate  Director,  Cancer  Therapy  Evaluation  Program,  NCI,  or  his 
designee.  The  primary  purposes  of  this  review  are  1)  to  assure  that  the 
proposed  research  is  in  compliance  with  all  FDA  requirements  for  NCI-funded 
clinical  treatment  research  and  2)  to  identify  and  prevent  undesirable 
duplication  of  efforts.  Protocols  may  be  disapproved  by  NCI  on  the  basis  of 
patient  safety  and  toxicity,  obvious  duplication,  or  failure  to  meet  FDA 
regulations,  particularly  those  concerning  NCI-sponsored  investigational 
drugs. 

If  a proposed  protocol  is  found  to  be  unacceptable  for  any  of  the  above 
reasons,  the  specific  reasons  for  lack  of  approval  will  be  communicated  to  the 
investigator  within  30  days  of  protocol  receipt  by  the  NCI.  NCI  staff  will 
work  with  the  investigators  to  develop  a mutually  acceptable  protocol 
compatible  with  the  research  interests  and  needs  of  the  working  group  and 
the  NCI. 

NCI  will  establish  an  appeals  process  for  determining  the  suitability  of 
treatment  protocols  it  has  found  unacceptable  on  initial  review,  and  for  which 
a mutually  acceptable  protocol  cannot  be  arrived  at  through  discussions 
between  the  group  and  NCI  staff.  An  arbitration  panel  composed  of  one 


working  group  participant,  one  NCI  nominee,  and  a third  member  with  clinical 
trials  expertise  chosen  by  the  other  two  members  will  be  formed  to  review 
NCI  decisions.  This  NCI  arbitration  process  in  no  way  affects  the  right  of  a 
recipient  to  subsequently  appeal  an  adverse  determination  using  the  NIH 
informal  appeals  system  and  the  formal  Department  of  Health  and  Human 
Services  procedures.  If  the  investigator  proceeds  with  performance  of  a 
protocol  disapproved  by  the  arbitration  panel,  the  results  of  that  study  will  be 
subject  to  careful  monitoring  and  targeted  for  peer  review  when  the 
competitive  renewal  application  is  under  consideration.  In  addition,  the  NCI 
may  withdraw  the  portion  of  funding  designated  for  a disapproved  protocol,  if 
the  grounds  for  disapproval  are  patient  safety  and  toxicity,  or  unnecessary 
duplication. 

REVIEW  PROCEDURES  AND  CRITERIA 

A.  Review  Method 

All  applications  submitted  in  response  to  this  RFA  will  be  reviewed  in 
competition  with  each  other  by: 

1.  an  NIH  peer  review  group  and 

2.  the  National  Cancer  Advisory  Board 

B.  Review  Criteria 

Applications  must  be  responsive  to  this  RFA,  in  the  sense  of  being  directed 
towards  the  attainment  of  the  stated  programmatic  goals  (see  II.  GOALS 
AND  SCOPE).  If  the  application  is  judged  by  the  National  Institutes  of 
Health  to  be  unresponsive,  the  applicant  will  have  the  opportunity  of  having 
the  application  considered  along  with  other  unsolicited  applications  received 
by  the  National  Institutes  of  Health. 

The  factors  considered  in  evaluating  each  response  to  this  RFA  will  be: 

1.  Scientific  merit  of  research  approach,  design,  and  methodology. 

2.  Research  experience  and  competence  of  the  Principal  Investigator  and 
staff  to  conduct  the  proposed  studies. 

3.  Adequacy  of  time  (effort)  which  the  Principal  Investigator  and  staff 
would  devote  to  the  proposed  studies. 

4.  Adequacy  of  existing/proposed  facilities  and  resources.  This  includes 
adequacy  of  patient  resources  to  ensure  completion  of  meaningful 
studies  in  a reasonable  period  of  time. 

3.  Scientific,  technical  or  medical  significance  and  originality  of  proposed 
research. 

6.  Reasonableness  of  proposed  costs. 
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VI.  METHOD  OF  APPLYING 

A.  Format  of  Applications 

Applications  must  be  submitted  on  form  PHS  398  (Rev.  3/80),  the  application 
form  for  research  grants.  Application  kits  are  available  at  most  institutional 
business  offices,  or  may  be  obtained  from  the  Division  of  Research  Grants, 
NIH.  The  format  and  detail  applicable  to  regular  research  grant  applications 
should  be  followed,  and  the  requirements  specified  under  Review  Criteria 
(V.B.)  must  be  fulfilled.  The  NCI  plans  semi-annual  meetings  of  the  Working 
Group.  Applicants  are  encouraged  to  include  in  their  budgets  travel  funds  for 
one  investigator  to  two  meetings  per  year  in  Bethesda,  Maryland.  The  words 
"PROPOSAL  IN  RESPONSE  TO  RFA  NIH-NCI-DCT-CTEP-82-1 3"  should  be 
typed  across  the  top  of  the  face  page  of  the  application.  Additionally,  a brief 
covering  letter  should  accompany  the  application  indicating  that  it  is  being 
submitted  in  response  to  this  request.  The  original  and  six  copies  of  the 
application  should  be  submitted  to  the  Division  of  Research  Grants,  NIH,  as 
directed  in  the  Grant  Application  Instructions.  An  additional  two  copies 
should  be  sent  to  the  following: 

Dr.  Harold  Waters 
Chief,  Special  Review  Branch 
Division  of  Research  Grants 
Westwood  Building  - Room  2A16 
Bethesda,  Maryland  20205 

All  curricula  vitae  should  be  limited  to  three  pages  each. 

This  is  a one-time  request  for  applications.  NCI  has  no  plans  to  reissue  this 
announcement  at  any  future  date.  The  single  deadline  for  receipt  of 
applications  is  October  22,  1982.  Applications  received  after  this  date  will  be 
considered  unresponsive  and  will  be  returned  without  additional  review. 

Investigators  interested  in  submitting  applications  in  response  to  this  announcement 
are  encouraged  to  contact: 

John  Y.  Killen,  Jr.,  M.D. 

Head,  Medicine  Section 
Clinical  Investigations  Branch 
Cancer  Therapy  Evaluation  Program 
Landow  Building  - Room  4A14 
7910  Woodmont  Avenue 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-2522 


REQUEST  FOR  RESEARCH  GRANT  APPLICATIONS:  RFA 

NIH-NCI-DCCP-SPB-82-1 

EPIDEMIOLOGIC  STUDIES  OF  RARE  TUMORS 
NATIONAL  CANCER  INSTITUTE 


Application  Receipt  Date:  November  1,  1982 


The  Division  of  Cancer  Cause  and  Prevention  (DCCP)  of  the  National  Cancer  Institute 
(NCL)  invites  grant  applications  from  interested  investigators  for  epidemiologic  studies  of 
rare  tumors.  Epidemiologic  investigations  have  tended  to  emphasize  the  more  prevalent 
forms  of  cancer.  A number  of  tumors  which  occur  with  less  frequency  have  lacked  the 
research  interest  of  investigators. 

Grants  are  awarded  to  nonprofit  and  profit  organizations  and  institutions,  governments 
and  their  agencies,  and  occasionally  to  individuals.  This  type  of  grant  solicitation  (the 
RFA)  is  utilized  when  it  is  desired  to  encourage  investigator-initiated  research  projects 
in  areas  of  special  importance  to  the  National  Cancer  Program.  Applicants  funded  under 
the  RFA  are  supported  through  the  customary  NIH  grant-in-aid,  in  accordance  with  PHS 
policies  applicable  to  Research  Project  Grants,  including  cost-sharing.  The  RFA 
solicitation,  however,  represents  a single  competition,  with  a specified  deadline  for 
receipt  of  applications.  All  applications  received  in  response  to  the  RFA  are  usually 
reviewed  by  th^  same  National  Institutes  of  Health  (NIH)  Initial  Review  Group  (IRG). 
The  specific  deadline  for  the  receipt  of  response  to  this  RFA  is  November  1,  1982. 
Applications  should  be  prepared  and  submitted  in  accordance  with  the  aims  and 
requirements  of  the  following  sections: 

I Background  Information 
II  Objectives  and  Scope 
III  Mechanisms  of  Support 

IV  Review  Procedures  and  Criteria 

V Method  of  Applying 
VI  Inquiries 

I.  BACKGROUND  INFORMATION 

Forty-two  percent  of  all  malignant  cancers  are  accounted  for  by  cancer  of  the 
three  primary  sites  of  colon /rectum,  breast  and  lung.  Although  males  generally 
experience  higher  cancer  incidence  rate  than  females,  striking  differences  occur 
among  race,  sex  groups,  and  geographic  areas  with  respect  to  the  incidence  of 
cancer  of  various  sites. 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.393, 
Cancer  Cause  and  Prevention  Research.  Awards  are  under  authorization  of  the  Public 
Health  Service  Act,  Section  301(c)  and  Section  402  (Public  Law  78-410,  as  amended,  42 
USC  241,  42  USC  282)  and  administered  under  PHS  grant  policies  and  Federal  | 
Regulations  42  CFR  Part  32  and  43  CFR  Part  74.  This  program  is  not  subject  to  A-93 
Clearinghouse  or  Health  Systems  Agency  review. 


NIH  GUIDE  FOR  GRANTS  AND  CONTRACTS 

Vol.  11,  No.  9,  August  13,  1982 


9 


Among  the  less  frequently  studied  tumors  from  which  important  informtion  may  be 
gained  are,  for  example,  malignancies  of  the  thyroid  (1.3%  of  all  malignant 
tumors);  anus,  anal  canal  and  anorectum  (0.2%);  soft  tissues,  including  heart  (0.6%); 
bone  and  joints  (0.2%)  male  breast  (0.1%);  penis  (0.1%)  and  salivary  gland  tumors 
(0.3%).* 

The  study  of  rare  tumors  may  provide  insight  and  establish  causal  associations  with 
environmental  risk  factors,  as  for  example,  DES  and  clear  cell  adenocarcinoma  in 
offspring;  and  vinyl  chloride  and  angiosarcoma  of  the  liver.  Investigations  of  rare 
tumors  may  also  lead  to  better  understanding  of  more  common  tumors,  for 
example,  male  breast  cancer  and  female  breast  cancer.  In  addition,  studies  which 
compare  risk  factors  in  low  and  high  incidence  areas  may  provide  clues  for  further 
environmental  and/or  familial  studies  of  possible  etiology. 

II.  OBJECTIVES  AND  SCOPE 

The  primary  objective  of  this  RFA  is  to  encourage  studies  aimed  at  the  elucidation 
of  causal  factors  in  the  development  of  rare  cancers.  The  tumors  to  be 
investigated  will  not  be  specified  by  this  RFA.  Potential  etiologic  factors  to  be 
addressed  could  include,  for  example,  occupational/environmental  exposures, 
genetic/familial  factors,  diet,  drug  use  (therapeutic  and  other),  cigarette  smoking, 
behavioral  factors,  or  any  other  variables  which  the  investigator  chooses  to 
examine. 

This  RFA  proposes  to  fund  research  to  generate  causative/etiologic  hypotheses,  to 
provide  clues  of  association;  and/or  to  develop  improved  research 
design/methodology  for  the  study  of  rare  cancers.  Such  studies  can  provide  the 
basis  for  more  extended  research  designed  to  provide  information  on  etiology  and 
the  natural  history  of  specific  rare  malignant  tumors  or  to  develop  studies  which 
may  provide  insight  into  the  more  common  tumors.  These  applications  may  include 
studies  to  determine  the  feasibility  of  studying  specific  rare  cancers. 

It  is  anticipated  that  subsequent  case -control  or  cohort  studies  of  less  common 
tumors  developed  from  these  initial  studies  could  compete  in  the  traditional 
investigator-initiated  research  grant  program  (R01). 

III.  MECHANISM  OF  SUPPORT 

This  RFA  will  use  the  traditional  National  Institutes  of  Health  grant-in-aid.  The 
RFA  identifies  the  scope  of  the  Institute's  interest.  It  is  expected  that 
responsibility  for  the  planning,  direction  and  execution  of  the  proposed  research 
will  be  solely  that  of  the  applicant.  The  intent  is  to  fund  a maximum  of  eight  (8) 
projects,  with  total  costs  amounting  to  approximately  $400,000  for  the  first  year. 
This  funding  level  is  dependent  on  the  receipt  of  a sufficient  number  of  applications 
of  high  scientific  merit. 

This  award  may  not  be  used  to  supplement  support  for  an  ongoing  project. 


* Percent  distribution  of  all  malignant  cases  in  Surveillance,  Epidemiology  and  End 
Results:  Incidence  and  Mortality  Data  1973-77,  NCI  Monograph  No.  57,  June  1981.  NIH 
Publication  No.  81-2330. 
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IV.  REVIEW  PROCEDURES  AND  CRITERIA 

Applications  must  be  responsive  to  this  RFA,  in  the  sense  of  being  directed  towards 
the  attainment  of  the  stated  programmatic  goals  and  fall  within  one  or  more  of  the 
specified  research  categories  (see  II.  OBJECTIVES  AND  SCOPE).  If  the  application 
is  judged  by  the  National  Cancer  Institute  not  to  be  responsive,  the  applicant  may 
have  it  considered  as  a traditional  R01,  along  with  other  applications  in  the  next 
regular  review  cycle.  Arrangements  will  be  made  by  the  Division  of  Research 
Grants  for  the  review  of  responsive  proposals. 

The  factors  considered  in  evaluating  each  response  to  this  RFA  will  be: 

1.  Scientific  merit  of  research  approach,  design,  and  methodology. 

2.  Research  experience  and  competence  of  the  Principal  Investigator  and 
staff  to  conduct  the  proposed  studies. 

3.  Adequacy  of  time  (effort)  which  the  Principal  Investigator  and  staff 
would  devote  to  the  proposed  studies. 

4.  Adequacy  of  existing/proposed  facilities  and  resources.  Applications 
which  specify  a proposed  use  of  human  specimens  need  to  provide 
assurance  and  details  concerning  the  nature,  source,  and  availability  of 
those  specimens. 

V.  METHOD  OF  APPLYING 

A.  Format  of  Application 

Applications  must  be  submitted  on  form  PHS  398  (revised  3/80),  the 
application  form  for  research  project  grants.  Application  kits  are  available 
at  most  institution  business  offices,  or  may  be  obtained  from  the  Division  of 
Research  Grants,  NIH.  The  conventional  presentation  in  form  and  detail 
applicable  to  regular  research  grant  applications  should  be  followed,  and  the 
requirements  specified  under  Review  Criteria  (Section  IV  above)  must  be 
fulfilled. 

The  words  "RESPONSE  TO  RFA  NIH-NCI-DCCP-SPB-82-1,  EPIDEMIOLOGIC 
STUDIES  OF  RARE  TUMORS"  must  be  typed  in  bold  letters  across  the  face 
page  of  the  application. 

B.  Application  Procedure 

The  completed  original  application  and  six  (6)  copies  should  be  sent  or 
delivered  to: 

Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
3333  Westbard  Avenue 
Bethesda,  Maryland  20205 

To  ensure  their  review,  applications  should  be  received  by  November  1, 
1982.  If  applications  are  received  after  that  date,  the  applicant  will  have  the 
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opportunity  of  having  them  considered,  along  with  other  unsolicited 
applications,  in  the  next  regular  review  cycle.  Also,  the  Division  of  Research 
Grants  (DRG)  will  not  accept  any  application  in  response  to  this 
announcement,  which  is  the  same  as  one  currently  being  considered  by  any 
other  NIH  awarding  unit.  A copy  of  the  application  should  also  be  sent  to  Dr. 
Millner  at  the  address  shown  below. 

VI.  INQUIRIES 

Inquiries  may  be  directed  to: 

Elaine  S.  Millner,  Dr.  P.H. 

Special  Programs  Branch 

Division  of  Cancer  Cause  and  Prevention 

National  Cancer  Institute 

Landow  Building  - Room  8C16 

Bethesda,  Maryland  20203 
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REQUEST  FOR  RESEARCH  GRANT  APPLICATIONS:  RFA 
N1H-NCI-DCCP-SPB-82-1 1 
BIOCHEMICAL  EPIDEMIOLOGY 
NATIONAL  CANCER  INSTITUTE 


Application  Receipt  Date:  November  15,  1982 


I.  BACKGROUND 

Although  a significant  proportion  of  human  cancers  are  thought  to  be  attributable 
to  life  style  and  other  environmental  factors  and  therefore  potentially  preventable, 
the  task  of  identifying  the  effects  of  specific  factors  and  evaluating  their  relative 
importance  is  an  enormous  one.  The  process  of  induction  and  progression  of  human 
cancer  is  exceedingly  complex,  multiple  exposure  to  a variety  of  agents  over  time 
is  the  rule  rather  than  the  exception,  past  exposure  is  difficult  to  assess,  host 
factors  which  may  influence  susceptibility  are  poorly  understood,  and  the 
importance  of  promoting  and/or  anticarcinogenic  exposures  in  humans  have  not 
been  adequately  defined. 

Epidemiologic  studies  have  resulted  in  the  identification  of  factors  which  appear  to 
increase  or  decrease  cancer  risk  and  have  suggested  the  importance  of  host- 
susceptibility  factors.  The  usual  epidemiologic  techniques,  however,  have  been 
limited  in  their  ability  to  reach  firm  conclusions  by  the  difficulties  in  defining  past 
carcinogen  exposure  levels  and  susceptibility  states,  in  measuring  low  levels  of  risk, 
in  evaluating  directly  host  environmental  interactions,  and  in  identifying  dietary 
determinants  of  cancer.  Fortunately,  a variety  of  sensitive  and  specific  laboratory 
methods  are  now  becoming  available  which  are  likely  to  facilitate  epidemiologic 
investigations  by  providing  better  measures  of  exposure  to  initiators,  promoters, 
anticarcinogens  and  inhibitors  of  carcinogenesis.  Increased  collaboration  between 
laboratory  scientists  and  epidemiologists  in  the  application  of  these  emerging 
techniques  would  be  highly  desirable. 

Modifying  factors  related  to  diet  and  nutrition  have  been  implicated  in  several 
epithelial  cancers  including  those  of  the  gastrointestinal  tract  and  reproductive 
organs.  Hence  these  types  of  cancer  (among  others)  might  be  especially  suitable 
for  collaborative  studies  involving  epidemologists  and  experimentalists,  including 
biochemists,  analytical  chemists,  immunologists,  and  nutritionists. 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.393, 
Cancer  Cause  and  Prevention  Research.  Awards  are  under  authorization  of  the  Public 
Health  Service  Act,  Section  301(c)  and  Section  402  (Public  Law  78-410,  as  amended;  42 
USC  241;  42  USC  282)  and  administered  under  PHS  grant  policies  and  Federal 
Regulations  42  CFR  Part  52  and  45  CFR  Part  74.  This  program  is  not  subject  to  A-95 
Clearinghouse  or  Health  Systems  Agency  review. 
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II.  GOALS  AND  SCOPE 

The  purpose  of  this  RFA  is  to  stimulate  epidemiologic/laboratory  collaboration  in 
developing  and/or  applying  objective  measures  useful  in  studying  the  etiology  of 
human  cancer.  Respondents  must  demonstrate  expertise  in  both  sound 
epidemiologic  design  and  laboratory  methods.  Appropriate  interaction  between 
epidemiologic  and  laboratory  expertise  should  be  evident  in  all  phases  of  the 
proposed  research  from  planning  through  implementation,  analysis,  and  reporting. 
Examples  of  types  of  laboratory  measurements  which  might  be  appropriate  would 
include:  1)  assessment  of  specific  host  factors  which  might  influence  susceptibility 
to  carcinogenesis  (e.g.,  DNA  repair  assays,  examination  of  chromosomal  defects  or 
susceptibility  to  cell  transformation,  assays  for  immunocompetence  or  analysis  of 
serum  levels  of  vitamins  or  micronutrients),  2)  detection  and  quantitation  of 
chemical  carcinogens  or  their  metabolites  in  tissues  or  body  fluids  (e.g.,  analytical 
chemical  measurements,  mutagenesis  assays  or  immunologic  detection  techniques), 
3)  measurement  of  interaction  of  specific  agents  with  cellular  target  molecules 
(e.g.,  adduct  formation  with  proteins  and  nucleic  acids,  excretion  levels  of  excised 
adducts  or  markers  of  altered  gene  expression).  Applications  should  be  consistent 
with  the  state-of-the-art;  feasibility  studies  or  pilot  studies  are  acceptable  when 
developmental  research  is  needed  as  preparation  for  a population  study. 

III.  MECHANISM  OF  SUPPORT 

This  RFA  will  use  the  traditional  National  Institutes  of  Health  research  project 
grant.  Responsibility  for  the  planning,  direction  and  execution  of  the  proposed 
research  will  be  solely  that  of  the  applicant.  The  total  project  period  for 
applications  submitted  in  response  to  the  present  RFA  should  not  exceed  three 
years.  The  intent  is  to  fund  several  individual  research  project  grants,  with  total 
costs  amounting  to  approximately  $1.5  million  for  the  first  year.  This  funding  level 
is  dependent  on  the  receipt  of  a sufficient  number  of  applications  of  high  scientific 
merit.  Although  this  program  is  provided  for  in  the  financial  plans  of  the  National 
Cancer  Institute,  the  award  of  grants  pursuant  to  this  RFA  is  also  contingent  upon 
the  availability  of  funds  for  this  purpose.  Renewal  applications  will  compete  with 
all  other  unsolicited  applications  received  by  the  NCI.  NIH  policies  governing 
regular  research  project  grants  will  apply  to  applications  received  in  response  to 
this  request. 

IV.  REVIEW  PROCEDURES  AND  CRITERIA 

A.  Review  Procedure 

Upon  receipt  in  the  Division  of  Research  Grants,  applications  will  be 
reviewed  for  responsiveness.  If  an  application  is  judged  to  be  nonresponsive, 
the  applicant  will  be  contacted  and  given  an  opportunity  to  have  it  considered 
along  with  other  unsolicited  grants  received  by  NIH  for  this  cycle. 

Proposals  responsive  to  this  solicitation  will  be  reviewed  in  competition  with 
each  other  on  a nationwide  basis.  The  initial  review  will  be  for  scientific 
merit  and  will  be  carried  out  by  an  appropriate  peer  review  group.  The 
secondary  review  for  relevance  and  responsiveness  to  the  announcement  will 
be  made  by  the  National  Cancer  Advisory  Board. 


B.  Review  Criteria 


Applications  should  be  responsive  to  the  RFA  and,  therefore,  relevant  to  the 
program  goals  of  the  National  Cancer  Institute.  Those  fetors  considered  to 
be  important  for  review  include  a demonstrated  knowledge  of  the  applicable 
science,  adequacy  of  facilities  and  commitment,  availability  of  subject 
population  when  applicable  and  in-depth  knowledge  of  the  state-of-the-art  to 
which  the  RFA  is  directed.  The  application  will  be  judged  upon  the  overall 
scientific  merit,  adequacy  of  methodology,  facilities  and  resources, 
commitment  of  time  and  cost  effectiveness  of  proposal,  and  quality  of 
collaboration. 

METHOD  OF  APPLYING 

A.  Format  of  Application 

Applications  must  be  submitted  on  form  PHS  398,  the  application  form  for 
research  project  grants.  Application  kits  are  available  at  most  institutional 
business  offices,  or  may  be  obtained  from  the  Division  of  Research  Grants, 
NIH.  The  conventional  presentation  in  format  and  detail  applicable  to  regular 
research  grant  applications  should  be  followed,  and  the  requirements 
specified  under  Review  Criteria  (IV. B)  must  be  fulfilled.  Please  check  "Yes" 
in  item  2 on  the  front  page  of  your  application,  followed  by  the  words 
"PROPOSAL  IN  RESPONSE  TO  RFA  NIH-NCI-DCCP-SPB-82-1 1 , 
BIOCHEMICAL  EPIDEMIOLOGY." 

B.  Application  Procedures 

The  completed  original  application  and  six  (6)  copies  should  be  sent  or 
delivered  to: 

Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 

To  ensure  their  review,  applications  should  be  received  by  November  15, 
1982.  If  applications  are  received  after  that  date,  the  applicant  will  have  the 
opportunity  of  having  them  considered  in  the  next  regular  review  cycle.  Also, 
the  Division  of  Research  Grants  (DRG)  will  not  accept  any  application  in 
response  to  this  announcement,  that  is  the  same  as  one  currently  being 
considered  by  any  other  NIH  awarding  unit.  Two  copies  of  the  application 
should  also  be  sent  to  Dr.  Copley  at  the  address  shown  below. 
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VI.  INQUIRIES 

Inquiries  may  be  directed  to: 

Dr.  Genrose  Copley 
Special  Programs  Branch 
Division  of  Cancer  Cause  and 
Prevention 

National  Cancer  Institute 
Landow  Building  - Room  8C-16 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-9600 
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REQUEST  FOR  RESEARCH  GRANT  APPLICATION:  RFA 

NIH-NCI-DCCP-SPB-82-1 2 

"ACCURACY"  OF  QUESTIONNAIRE  DERIVED  HISTORIC  DIETARY  INFORMATION 

NATIONAL  CANCER  INSTITUTE 


Application  Receipt  Date:  November  15,  1982 


The  Division  of  Cancer  Cause  and  Prevention  (DCCP)  of  the  National  Cancer  Institute 
(NCI)  invites  grant  applications  from  interested  investigators  for  studies  designed  to 
investigate  the  "accuracy"  and  reproducibility  of  historical  dietary  information  by 
comparing  current  information  obtained  by  questioning  individuals  or  their  surrogates 
with  actual  records  (data  reflecting  past  dietary  intake)  of  the  same  individuals  recorded 
at  some  earlier  point  in  time. 

Grants  are  awarded  to  profit  and  nonprofit  organizations  and  institutions,  governments 
and  their  agencies,  and  occasionally  to  individuals.  This  type  of  grant  solicitation  (the 
RFA)  is  used  to  encourage  investigator-initiated  research  projects  in  areas  of  special 
importance  to  the  National  Cancer  Program.  Applicants  funded  under  the  RFA  are 
supported  through  the  customary  National  Institutes  of  Health  (NIH)  grant-in-aid  in 
accordance  with  Public  Health  Service  (PHS)  policies  applicable  to  Research  Project 
Grants  including  cost -sharing.  The  RFA  solicitation,  however,  represents  a single 
competition,  with  a specific  deadline  for  receipt  of  applications.  All  applications 
received  in  response  to  the  RFA  are  usually  reviewed  by  the  same  NIH  Initial  Review 
Group  (IRG).  The  specific  deadline  for  the  receipt  of  responses  to  this  RFA  is  November 
15,  1982.  Applications  should  be  prepared  and  submitted  in  accordance  with  the  aims  and 
requirements  of  the  following  sections: 


I.  BACKGROUND  INFORMATION 

II.  OBJECTIVES  AND  SCOPE 

III.  MECHANISMS  OF  SUPPORT 

IV.  REVIEW  PROCEDURES  AND  CRITERIA 

V.  METHOD  OF  APPLYING 

VI.  INQUIRIES 

I.  BACKGROUND  INFORMATION 

In  chronic  disease  epidemiology  in  general,  and  cancer  epidemiology  in  particular, 
the  long  intervals  between  exposures  of  interest  and  clinical  onset  of  disease  make 
studies  of  etiologic  association  extremely  difficult.  This  problem  is  particularly 
acute  in  studies  designed  to  investigate  the  initiating  or  modulating  effects  of  past 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.393, 
Cancer  Cause  and  Prevention  Research.  Awards  are  under  authorization  of  the  Public 
Health  Service  Act,  Section  301(c)  and  Section  402  (Public  Law  78-410,  amended;  42  USC 
241;  42  USC  282)  and  administered  under  PHS  grant  policies  and  Federal  Regulations  42 
CFR  Part  52  and  45  CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or 
Health  Systems  Agency  review. 
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nutritional  exposures.  Such  investigations  require  that  individuals  attempt  to 
mentally  reconstruct  their  pattern  of  food  consumption  at  some  time  in  the  past. 
In  the  rare  event  that  the  investigation  is  focused  on  some  single  dietary 
component  (e.g.,  coffee  consumption),  it  might  be  expected  that  recall  would  be 
reasonably  accurate.  In  the  usual  situation,  however,  where  the  investigation 
requires  that  information  be  obtained  on  a much  broader  spectrum  of  dietary 
components,  or  even  on  the  diet  as  a whole,  it  can  be  anticipated  that  recall  will  be 
much  less  accurate  and  will  be  affected  by  a variety  of  factors. 

With  the  current  emphasis  on  nutrition  as  a potential  etiologic  or  modulating  factor 
in  human  carcinogensis,  it  has  become  increasingly  important  to  attempt  an 
assessment  of  the  degree  to  which  dietary  histories  can  be  relied  upon  as 
substitutes  for  hard  data  on  past  food  consumption  or  changes  in  dietary  patterns. 
The  recall  period  of  interest  to  investigators  in  the  cancer  research  area  is  likely  to 
be  years  rather  than  months  or  weeks. 

Useful  information  about  the  reliability  of  recall  can  be  gained  by  comparing 
information  obtained  currently  about  previous  diet  with  actual  records  of  the 
dietary  intake  of  the  same  individuals  recorded  at  some  discrete  time  in  the  past. 
In  this  context  it  must  be  stressed  that  no  totally  accurate  methods  for  assessing 
dietary  intake  for  non-institutionaiized  individuals  currently  exist.  Even  the 
maintenance  of  intake  diaries  or  24  hour  recall  methods  do  not  provide  totally 
accurate  information  on  usual  intake  since  bias  may  be  introduced  by  a number  of 
factors  such  as,  for  example,  deliberate  changes  to  simplify  record-keeping  or 
selective  recall.  This  fact  complicates  our  usage  of  the  terms  "validity"  and 
"accuracy"  for  the  purpose  of  this  RFA  and  it  must  be  remembered  that  the 
primary  focus  is  on  the  value  of  historical  dietary  information  as  a predictor  of 
cancer  risk.  The  cancer  epidemiologist  needs  information  on  how  well  historical 
dietary  data  separates  individuals  into  low,  middle  and  high  consumers  of  a specific 
dietary  component  or  food  group.  It  would  also  be  of  interest  to  determine  the 
"accuracy"  of  recall  information  from  surrogate  respondents  since  this  procedure  is 
often  necessary  in  the  conduct  of  studies  in  cancer  epidemiology  where  the 
individual  of  concern  is  deceased  or  unable  to  respond  adequately. 

II.  OB3ECTIVES  AND  SCOPE 

The  primary  objective  of  this  RFA  is  to  encourage  studies  aimed  at  assessing  the 
accuracy  and  validity  of  historical  dietary  information  obtained  by  questioning 
individuals  or  their  surrogates.  The  elapsed  time  between  the  questioning  and  the 
dietary  events  of  interest,  for  the  purpose  of  this  RFA,  should  be  on  the  order  of 
years  rather  than  months  or  weeks.  Variables,  other  than  elapsed  time, 
investigated  in  such  studies  might  include:  the  age  and  sex  of  subjects,  educational 
level,  health  status,  complexity  of  questioning,  dietary  variability,  and  the  effects 
of  "out  of  home"  food  consumption.  It  might  be  desirable  to  assess  the  usefulness 
of  special  techniques  to  improve  recall,  validity  of  the  original  dietary  data,  its 
generalizeability  and/or  the  availability  of  laboratory  markers  of  past  exposure. 

Investigators  responding  to  this  RFA  are  encouraged  to  propose  innovative 
approaches  to  data  collection  and  analysis  on  methodology.  The  active  involvement 
of  persons  experienced  in  the  use  of  historical  dietary  information  in  the  conduct 
and  analysis  of  epidemiologic  studies  and  access  to  appropriate  historical  dietary 
data  are  essential  in  responses  to  this  application. 


18 


III.  MECHANISM  OF  SUPPORT 

The  responses  to  this  RFA  will  use  the  traditional  NIH  grant-in-aid.  The  RFA 
identifies  the  scope  of  the  Institute's  interest.  It  is  expected  that  responsibility  for 
the  planning,  direction  and  execution  of  the  proposed  research  will  be  solely  that  of 
the  applicant.  The  intent  is  to  fund  multiple  projects  with  total  costs  amounting  to 
approximately  $300,000  for  the  first  year.  This  funding  level  is  dependent  on  the 
receipt  of  a sufficient  number  of  applications  of  high  scientific  merit.  Although 
this  program  is  provided  for  in  the  financial  plans  of  the  National  Cancer  Institute, 
the  award  of  grants  pursuant  to  this  RFA  is  also  contingent  upon  the  availability  of 
funds  for  this  purpose. 

This  award  may  not  be  used  to  supplement  support  for  an  ongoing  project. 

IV.  REVIEW  PROCEDURES  AND  CRITERIA 

A.  Review  Procedures 

Each  application  submitted  in  response  to  the  RFA  will  be  reviewed  by:  (1) 
an  appropriate  initial  peer  review  panel  of  the  Division  of  Research  Grants, 
National  Institutes  of  Health,  for  scientific  merit  and  (2)  the  National  Cancer 
Advisory  Board.  All  applications  will  be  evaluated  in  competition  with  each 
other  on  a nationwide  basis. 

B.  Review  Criteria 

Applications  must  be  responsive  to  this  RFA,  in  the  sense  of  being  directed 
toward  the  attainment  of  the  stated  programmatic  goals.  They  will  be 
considered  in  competition  with  each  other  for  these  RFA  monies.  If  the 
application  is  judged  by  the  National  Cancer  Institute  not  to  be  responsive, 
the  applicant  may  have  it  considered  as  a traditional  R01,  along  with  other 
unsolicited  applications  in  the  next  regular  review  cycle. 

The  factors  considered  in  evaluating  each  response  to  this  RFA  will  be: 

1.  Scientific  merit  of  research  approach,  design,  and  methodology. 

2.  Research  experience  and  competence  of  the  Principal  Investigator  and 
staff  in  the  use  of  historical  dietary  information  in  the  conduct  of  the 
proposed  studies. 

3.  Adequacy  of  time  (effort)  which  the  Principal  Investigator  and  staff 
would  devote  to  the  proposed  studies. 

4.  Adequacy  of  existing/proposed  facilities  and  resources  (including  the 
availability  of  appropriate  historical  dietary  data).  Applications  which 
specify  a proposed  use  of  human  specimens  need  to  provide  assurance 
and  details  concerning  the  nature,  source,  and  availability  of  those 
specimens. 
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V.  METHODS  OF  APPLYING 

A.  Format  of  Application 

Applications  should  be  submitted  on  form  PHS  398  (rev.  5/80),  the  application 
form  for  research  project  grants.  Application  kits  are  available  at  most 
institution  business  offices,  or  may  be  obtained  from  the  Division  of  Research 
Grants,  NIH.  The  conventional  presentation  in  format  and  detail  applicable 
to  regular  research  grant  applications  should  be  followed,  and  the 
requirements  specified  under  Review  Criteria  (IV. B)  must  be  fulfilled.  The 
words  "PROPOSAL  IN  RESPONSE  TO  RFA  NIH-NCI-DCCP-SPB-82-1 2 
"ACCURACY"  OF  QUESTIONNAIRE  DERIVED  HISTORIC  DIETARY 
INFORMATION"  must  be  typed  in  bold  letters  across  the  face  page  of  the 
application. 

B.  Application  Procedure 

9 

The  completed  original  application  and  six  (6)  copies  should  be  sent  or 
delivered  to: 


Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 

To  ensure  their  review,  applications  should  be  received  by  November  15, 
1982.  If  applications  are  received  after  that  date,  the  applicant  will  have  the 
opportunity  of  having  them  considered,  along  with  other  unsolicited 
applications,  in  the  next  regular  review  cycle.  Also,  the  Division  of  Research 
Grants  (DRG)  will  not  accept  any  applications  in  response  to  this 
announcement  which  is  the  same  as  one  currently  being  considered  by  any 
other  NIH  awarding  unit.  A copy  of  the  application  should  be  sent  to  Dr. 
Hjortland  at  the  address  shown  below. 

VI.  INQUIRIES 

Inquiries  may  be  directed  to: 

Dr.  Marthana  C.  Hjortland 

Special  Programs  Branch 

Division  of  Cancer  Cause  and  Prevention 

National  Cancer  Institute 

Landow  Building  - Room  8C-18 

Bethesda,  Maryland  20205 


Telephone:  (301)  496-9600 
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PROGRAM  RESEARCH  INTERESTS  IN  IMMUNE  MECHANISMS 

OF  CUTANEOUS  DISORDERS  (IMMUNODERMATOLOGY) 
NATIONAL  INSTITUTE  OF  ALLERGY  AND  INFECTIOUS  DISEASES 


The  National  Institute  of  Allergy  and  Infectious  Diseases  is  interested  in  expanding 
research  activities  of  the  Immunology,  Allergic  and  Immunologic  Diseases  Program 
concerned  with  immune  mechanisms  and  hypersensitivity  reactions  in  diseases  of  the 
skin.  Investigations  dealing  with  involvement  of  the  skin  as  target  tissue  by  immune 
humoral  and  cellular  reactants  and  with  cells  of  the  integument  serving  as  natural 
sources  of  specific  antigens  in  immune  processes  are  required  to  further  our 
understanding  of  immunologic  and  allergic  cutaneous  diseases.  The  development  of  such 
studies  will  depend  upon  joint  investigative  endeavors  in  the  disciplinary  areas  of  allergy, 
dermatology,  and  immunology  (immunobiology,  immunochemistry,  immunogenetics,  and 
immunopharmacology). 

The  role  of  hypersensitivity  and  immune  related  inflammatory  mechanisms  in  disorders 
of  the  skin  as  a product  of  both  basic  and  clinical  investigations  has  become  increasingly 
evident.  Additionally,  the  recognition  of  the  common  occurrence  and  socioeconomic 
impact  of  allergic  skin  diseases  has  provided  the  stimulus  to  further  major  efforts  in 
relevant  dermatology  and  allergy-immunology  research  at  an  increasing  number  of 
university  sections  and  medical  centers.  Clinical  immunologists  are  in  a position  to  take 
advantage  of  the  ready  access  of  the  skin  for  in  vivo  studies  of  both  immune  mechanisms 
in  the  production  of  local  lesions  and  systemic  immunopathologic  processes  with 
manifestations  at  cutaneous  sites.  The  purpose  of  this  announcement  is  to  encourage  the 
interaction  of  researchers  in  allergy,  dermatology,  and  immunology  in  order  to  advance 
progress  in  the  prevention,  diagnosis,  and  treatment  of  immune-media  ted  skin  diseases. 

Some  areas  encompassed  by  the  scope  of  this  program  include  investigations  designed  to 
study  allergic  phenomena  and  immune  mechanisms  in  the  following  conditions: 

1.  Studies  to  differentiate  allergic  skin  disorders  arising  as  a result  of  IgE 
related  mechanisms:  cell-mediated  immunity /delayed  hypersensitivity,  and 
inflammation  emerging  from  activation  of  the  complement  cascade  and  the 
effects  of  chemical  mediators. 

2.  Atopic  dermatitis:  the  definition  of  possible  interacting  etiologies  that 
influence  the  development  and  course  of  allergic  eczema  as  a multifactorial 
disorder. 

3.  Urticaria  and  angioedema:  investigations  to  detect  and  define  the  multiple 
allergenic,  neurogenic,  chemical,  and  microcirculatory  factors  that  result  in 
heterogeneous  disorders  with  identical  presentation. 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.855, 
Immunology,  Allergic  and  Immunologic  Diseases  Awards  will  be  made  under  the 
authority  of  the  Public  Health  Service  Act,  Title  III,  Section  301  (Public  Law  78-410,  as 
amended;  42  USC  241)  and  administered  under  PHS  grant  policies  and  Federal 
Regulations  42  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health 
Systems  Agency  review. 
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4.  Contact  hypersensitivity:  evaluation  of  the  nature  of  normal  skin  cell 
components  converted  to  antigenic  determinants  as  a result  of  interaction 
with  sensitizing  agents. 

5.  Infection:  immune  responses  to  both  pathogenetic  and  saprophytic  flora 
serving  as  microbial  antigens  in  immune  and  hypersensitivity  reactions. 

METHOD  AND  CRITERIA  FOR  REVIEW 

Assignment  of  Application 

Applications  will  be  received  by  the  NIH  Division  of  Research  Grants, 
referred  to  an  appropriate  study  section  for  scientific  review,  and  assigned  to 
the  NIAID  for  possible  funding,  unless  programmatic  considerations  indicate 
more  appropriate  assignment  to  an  alternative  awarding  unit.  These  decisions 
will  be  governed  by  normal  programmatic  considerations  as  specified  in  the 
DRG  referral  Guidelines. 

Review  Procedures 


Applications  in  response  to  this  announcement  will  be  reviewed  on  a 
nationwide  basis  in  competition  with  each  other,  and  in  accord  with  the  usual 
National  Institutes  of  Health  peer  review  procedures.  They  will  first  be 
reviewed  for  scientific  and  technical  merit  by  a review  group  composed 
mostly  of  non-Federal  scientific  consultants  (study  section).  Following  study 
section  review,  the  application  will  be  evaluated  for  program  relevance  by 
the  NIAID  Advisory  Council.  The  review  criteria  customarily  employed  by 
the  National  Institutes  of  Health  for  regular  research  grant  applications  will 
prevail. 

Deadline 


Applications  will  be  accepted  in  accordance  with  the  usual  receipt  dates  for 
new  applications: 

March  1 July  1 November  1 

.1 

Method  of  Applying 

Applications  should  be  submitted  on  form  PHS  398  (Rev.  3/80)  which  is 
available  in  the  institution's  business  office.  If  not  available  there,  they  may 
be  obtained  from: 


Office  of  Grants  Inquiries 
Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  448 
Bethesda,  Maryland  20205 

The  phrase  "PREPARED  IN  RESPONSE  TO  PROGRAM  RESEARCH 
INTERESTS  IN  IMMUNE  MECHANISMS  AND  CUTANEOUS  DISORDERS 
(IMMUNODERMATOLOGY)"  should  be  typed  across  the  top  of  the  first  page 
of  the  application. 


The  original  and  six  copies  of  the  application  should  be  sent  or  delivered  to: 

Application  Receipt  Office 
Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
Bethesda,  Maryland  20205 

For  further  information  investigators  are  encouraged  to  contact: 

Robert  A.  Goldstein,  M.D.,  Ph.D. 

Chief,  Allergy  and  Clinical 
Immunology  Branch 
National  Institute  of  Allergy  and 
Infectious  Diseases 
Westwood  Building  - Room  755 
Bethesda,  Maryland  20205 

Telephone:  (301)  496-7104 

In  order  to  alert  the  Skin  Diseases  Program  of  the  NIADDK  to  the  submission 
of  proposals  with  primary  thrust  directed  to  dermatology,  you  may  wish  to 
communicate  with: 


Alan  N.  Mosheli,  M.D. 

Director,  Skin  Diseases  Program 
Extramural  Programs 
National  Institute  of  Arthritis,  Diabetes, 
and  Digestive  and  Kidney  Diseases 
Westwood  Building  - Room  405 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-7326 
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REQUEST  FOR  RESEARCH  GRANT  APPLICATIONS:  RFA 
NIH-NI  AID-82-9 

PROGRAM  PROJECTS  IN  LYMPHOCYTE  BIOLOGY 
NATIONAL  INSTITUTE  OF  ALLERGY  AND  INFECTIOUS  DISEASES 


Application  Receipt  Date:  February  15,  1983 


I.  BACKGROUND  INFORMATION 

The  Immunobiology  and  Immunochemistry  Branch  of  the  Immunology,  Allergic  and 
Immunologic  Diseases  Program  of  the  NIAID  supports  fundamental  studies  on  the 
structure  and  function  of  the  immune  system  to  gain  an  understanding  of  immune 
response  mechanisms  at  their  basic  cellular  and  molecular  levels  as  they  function  in 
health  and  disease.  Program  Projects  in  Lymphocyte  Biology  represent  an  award 
mechanism  which  the  Branch  has  employed  to  meet  this  objective.  Each  program 
project  utilizes  an  integrated  multidisciplinary  approach  for  basic  biologic  studies 
of  immunologically-functional  lymphocyte  populations.  Five  such  program  projects 
are  now  supported  although  support  for  one  is  scheduled  to  conclude  in  1984.  This 
request  for  applications  (RFA)  is  intended  to  encourage  the  development  of 
proposals  from  collaborating  investigators  and  to  coordinate  the  submission  and 
review  of  new  and  renewal  program  project  applications,  providing  an  equitable 
opportunity  for  both  to  compete  for  funds  currently  available  to  the  Program  in 
this  area  of  research. 

II.  RESEARCH  GOALS  AND  SCOPE 

The  ultimate  goal  of  these  program  projects  is  the  attainment  of  a complete 
knowledge  of  the  life  history  of  immunocompetent  cells  and  of  the  genetic  and 
phenotypic  factors  that  determine  their  fate  and  function  in  vivo  and  in  vitro.  The 
ultimate  practical  application  would  be  the  use  of  selected  cloned  lymphocytic 
cells  and  their  products  for  the  clinical  care  or  reconstitution  of  immunodeficient 
individuals,  to  alleviate  allergic  states,  to  provide  resistance  to  life-threatening 
infections  and  to  correct  aberrant  or  defective  immunoregulatory  mechanisms. 

The  scope  of  these  program  projects  includes  studies  of  every  facet  of  the  immune 
response  ranging  from  the  initial  step  of  antigen  recognition  to  the  final 
elaboration  of  immunologically  distinctive  products  of  specific  lymphocytes. 
Research  currently  supported  by  this  mechanism  was  designed  to  greatly  expand 
knowledge  of  the  morphologic  and  functional  heterogeneity  of  lymphocyte 
populations  and  to  develop  the  capability  for  identification  and  selection  of 


This  program  is  descriDed  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.855, 
Immunology,  Allergic  and  Immunologic  Diseases  Research.  Awards  will  be  made  under 
the  authority  of  the  Public  Health  Service  Act,  Title  III,  Section  301  (Public  Law  78-410, 
as  amended;  42  USC  241)  and  administered  under  PHS  grant  policies  and  Federal 
Regulations  42  CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or 
Health  Systems  Agency  Review. 
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lymphocyte  subpopulations  with  specific  immune  reactivity  or  antigenic 
composition,  for  hybridization  of  such  populations  and  for  selective  production  of 
specific,  biologically-active,  lymphocyte  products. 

Proposals  submitted  in  response  to  this  RFA  should  consist  of  a number  of 
integrated  component  projects  utilizing  multifaceted  experimental  approaches  and 
the  technical  expertise  of  cell  biologists,  cellular  immunologists,  immunochemists, 
microbiologists,  and  geneticists.  However,  the  proposal  should  clearly  explain  how 
the  planned  multidisciplinary  approach  can  be  expected  to  accomplish  the  stated 
goal  more  efficiently  and  effectively  than  a series  of  independent  individual  grant- 
supported  studies. 

Proposals  should  emphasize  new  ideas  and  new  initiatives  and  should  be  concerned 
with  the  acquisition  of  new  knowledge  relevant  to  the  immune  system  and  its 
structure  and  function.  Although  proposals  are  expected  to  be  based  primarily  on 
experimental  laboratory  investigations,  the  value  and  place  of  clinical  studies  are 
recognized.  Inclusion  of  patient  oriented  studies  or  laboratory  procedures  utilizing 
human  source  materials  is  acceptable,  provided  such  studies  have  an  immunologic 
base  or  draw  upon  immunologically  relevant  technology. 

Designation  of  an  individual  to  serve  as  the  program  project  director  should  be 
based  upon  accomplishment,  experience  as  a senior  scientist  and  ability  to  assume 
both  leadership  of  the  investigative  group  and  responsibility  for  scientific, 
professional,  and  administrative  functions,  and  commitment  of  a significant  amount 
of  time  to  the  project.  Each  component  project  in  the  proposal  should  have  a 
designated  principal  investigator,  also  with  a demonstrable  record  of 
accomplishment  in  one  of  the  basic  science  disciplines  or  clinical  specialties 
relevant  to  the  particular  subject  of  investigation. 

III.  MECHANISM  OF  SUPPORT 

Program  project  grants  are  awarded  to  an  institution  in  behalf  of  a program 
director  for  the  support  of  a broadly  based,  multidisciplinary,  long-term  research 
program  which  has  a specific  major  objective  or  basic  theme.  A program  project 
generally  involves  the  organized  efforts  of  groups  of  investigators,  members  of 
which  conduct  research  projects  related  to  the  overall  program  objective.  The 
grant  can  provide  support  for  the  projects  and  for  certain  core  resources  shared  by 
individuals  in  a program  where  the  sharing  facilitates  the  total  research  effort. 
Each  component  project  supported  under  a program  project  grant  is  expected  to 
contribute  to  and  be  directly  related  to  a common  theme;  the  projects  should 
demonstrate  an  essential  element  of  unity  and  interdependence. 

This  program  does  not  provide  support  for  nonresearch  components,  such  as  a 
clinical  referral  service  or  a clinical  laboratory  service  function. 

Grant  funds  may  be  utilized  to  support  the  research  activities  of  scientific  and 
professional  personnel,  administration,  consultation  services,  central  support 
services,  equipment,  supplies,  travel,  and  publications  costs.  Support  for  research- 
related  cost  of  patient  involvement  and  medical  care  may  be  authorized.  Since  the 
Program  cannot  provide  funds  for  new  construction,  adequate  physical  facilities 
must  be  available  for  the  primary  needs  of  the  project.  However,  moderate 
alterations  or  renovations  to  enhance  clinical  or  laboratory  facilities  may  be 
allowed  if  they  are  necessary  to  meet  objectives  of  the  proposal. 
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Support  of  a program  project  in  Lymphocyte  Biology  will  be  limited  to  a maximum 
of  five  years.  If  a competing  renewal  application  is  planned,  it  should  be  submitted 
only  in  response  to  an  RFA.  Funding  beyond  the  first  and  subsequent  years  of  the 
grant  will  be  contingent  upon  satisfactory  progress  during  the  preceding  years. 

IV.  REVIEW  PROCEDURES  AND  CRITERIA 

The  receipt  date  for  applications  will  be  February  15,  1983.  They  will  undergo 
initial  review  in  dune  by  the  Transplantation  Biology  and  Immunology 
Subcommittee  and  subsequent  review  by  the  National  Advisory  Allergy  and 
Infectious  Diseases  Council  in  October  1983.  It  is  planned  that  at  least  one 
program  project  grant  award  will  be  made  during  fiscal  year  1984  depending  on  the 
availability  of  funds.  May  1,  1984,  will  be  the  earliest  starting  date  for  successful 
applicants. 

Prospective  program  directors  are  strongly  encouraged  to  submit  a "letter  of 
intent"  for  preliminary  screening  by  NIAID  Staff.  Letters  of  intent  should  cover 
the  following  points. 

1.  A brief  description  of  the  intended  project. 

2.  A description  of  available  laboratory  and  clinical  facilities. 

3.  Ongoing  relevant  research  studies,  identifying  existing  projects  and  sources  of 
support. 

4.  Past  research  by  members  of  the  proposed  investigative  group  relevant  to  the 
proposal. 

5.  The  academic  positions  and  major  research  interests  of  the  program  director 
and  his  professional  staff  who  will  be  involved  in  the  proposed  studies. 

6.  Collaborative  arrangements  with  other  area  laboratories  and  investigator  and 
delineation  of  the  roles  and  manner  of  anticipated  participation  and 
interaction  of  the  principal  investigators,  consultants,  and  collaborators. 

Letters  of  intent  are  due  no  later  than  November  15,  1982,  and  upon  receipt  will  be 
screened  by  NIAID  Staff  to  determine  the  eligibility  and  suitability  of  the  project 
proposals  for  this  announcement. 

Inquiries  should  be  directed  to: 

Bernard  W.  Oanicki,  Ph.D. 

Chief,  Immunobiology  and  Immunochemistry 
Branch,  IAIDP 

National  Institute  of  Allergy  and 
Infectious  Diseases 
National  Institutes  of  Health 
Westwood  Building  - Room  757 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-7551 
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V.  CONSEQUENCES  OF  LACK  OF  RESPONSIVENESS  TO  THE  RFA  OR  OF  LATE 
SUBMISSION 

Based  on  the  letter  of  intent,  potential  applicants  will  be  promptly  advised  whether 
or  not  their  proposal  is  found  to  be  within  the  research  goals  and  scope  of  the 
program  as  defined  in  the  RFA.  Applicants  will  then  have  an  opportunity  to 
correct  deficiencies  or  weaknesses  and  to  restructure  their  submissions 
accordingly.  Formal  applications  that  are  not  responsive  to  the  RFA  or  are  not 
received  by  February  15,  1983,  will  not  be  accepted  for  review  and  will  be  returned 
to  the  applicant. 

VI.  METHOD  OF  APPLYING 

Before  preparing  an  application,  the  prospective  applicant  should  request  a copy  of 
the  NIAID  Information  Brochure  on  Program  Projects  from: 


Dr.  Nirmal  Das 
Executive  Secretary 

Allergy,  Immunology  and  Transplantation 
Research  Committee 
National  Institute  of  Allergy  and 
Infectious  Diseases 
National  Institutes  of  Health 
Westwood  Building  - Room  706 
Bethesda,  Maryland  20205 

Telephone:  (301)  496-7966 

In  order  to  assure  adequate  review  it  is  important  to  follow  instructions  in  the 
Information  Brochure,  which  contains  details  on  the  format  and  requirements  for 
multidisciplinary  grant  applications. 

Use  the  standard  research  grant  application  form  PHS  398  (Rev.  5/80)  In  addition 
to  following  accompanying  format  instructions  for  the  development  of  the 
application,  include  expanded  material  listed  above  for  the  letter  of  intent.  For 
purposes  of  identification  and  processing,  the  words  "PROGRAM  PROJECT  IN 
LYMPHOCYTE  BIOLOGY"  should  be  typed  in  item  2 on  the  face  page  of  the 
application  and  a brief  covering  letter  should  be  attached  indicating  submission  is 
in  response  to  this  NIAID  announcement. 


Application  kits  may  be  obtained  from  the  institution's  application  control  office. 
If  not  available  there,  they  may  be  obtained  from: 

Office  of  Grants  Inquires 
Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  448 
Bethesda,  Maryland  20205 
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Forward  the  original  application  and  six  (6)  copies  to: 

Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
Bethesda,  Maryland  20205 

In  order  to  alert  NIAID  to  the  submission  of  the  proposal,  please  forward  a copy 
(not  the  original)  of  the  cover  letter  and  the  application  face  page  to  the  following: 

Chief,  Program  and  Project  Review  Branch 
National  Institute  of  Allergy  and 
Infectious  Diseases 
National  Institutes  of  Health 
Westwood  Building  - Room  703 
Bethesda,  Maryland  20205. 


28 


REQUEST  FOR  RESEARCH  GRANT  APPLICATION:  RFA 
NIH-NCI-DCCP-SPB  82-14 

THE  PHARMACOLOGICAL  ROLE  OF  NICOTINE  IN  DISEASES 
RELATED  TO  TOBACCO  PRODUCTS 
NATIONAL  CANCER  INSTITUTE 


Application  Receipt  Date:  November  1,  1982 


The  Division  of  Cancer  Cause  and  Prevention  (DCCP)  of  the  National  Cancer  Institute 
(NCI)  invites  grant  applications  from  interested  investigators  to  investigate  the 
pharmacological  role  and  biological  effects  of  nicotine  related  to  tobacco  product 
carcinogenesis. 

Grants  are  awarded  to  organizations  and  institutions,  governments  and  their  agencies, 
and  occasionally  to  individuals.  This  type  of  grant  solicitation  (the  RFA)  is  utilized  when 
it  is  desired  to  encourage  investigator-initiated  research  projects  in  areas  of  special 
importance  to  the  National  Cancer  Program.  Applicants  funded  under  the  RFA  are 
supported  through  the  customary  NIH  grant-in-aid  in  accordance  with  PHS  policies 
applicable  to  Research  Project  Grants  including  cost-sharing.  All  applications  received  I 
in  response  to  the  RFA  will  oe  reviewed  by  an  NIH  Division  of  Research  Grants  (DRG) 
review  group. 

The  present  RFA  announcement  is  for  a single  competition  with  a specified  deadline  of 
November  1,  1982  for  receipt  of  applications.  Applications  should  be  prepared  and 
submitted  in  accordance  with  the  aims  and  requirements  described  in  the  following 
sections: 

I.  BACKGROUND  INFORMATION 

II.  OBJECTIVE  AND  SCOPE 

III.  MECHANISM  OF  SUPPORT 

IV.  REVIEW  PROCEDURES  AND  CRITERIA 

V.  METHOD  OF  APPLYING 

VI.  INQUIRIES 

I.  BACKGROUND 

Past  studies  have  shown  nicotine  to  be  the  only  controlled  variable  in  tobacco 
smoke  condensate  which  is  consistently  related  to  the  rate  of  tumor  incidence  in 
test  animals.  However,  in  separate  studies,  nicotine  itself  has  not  been  shown  to  be 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.393, 
Cancer  Cause  and  Prevention.  Awards  will  be  made  under  the  authority  of  the  Public  i 
Health  Service  Act,  Section  301(c)  and  Section  402,  Public  Law  78-410,  as  amended;  (42  ' 

U.S.C.  241  and  282)  and  administered  under  PHS  grant  policies  and  Federal  regulations  42 
CFR  Part  52  and  45  CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or 
Health  Systems  Agency  review. 
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a carcinogen.  It  has  been  noted  that  the  relationship  between  carcinogenic  activity 
of  smoke  condensates  and  their  nicotine  contents  may  be  caused  in  part  by  the 
conversion  of  nicotine  to  tobacco-specific  nitrosamines  or  to  the  co-occurrence  of 
nicotine  and  some  other  carcinogen  or  cocarcinogen.  Tobacco  products  made  from 
the  lamina  of  plants  grown  on  high  levels  of  nitrate  fertilizer  contain  higher  levels 
of  nicotine  and  following  combustion  show  higher  levels  of  volatile  nitrosamines. 

The  exact  role  of  nicotine,  its  metabolic  and  pyrolytic  products,  needs  to  be 
clarified  in  relation  to  carcinogenesis  associated  with  tobacco  smoke  inhalation. 
Such  information  would  be  applicable  in  evaluating  health  effects  produced  by 
smoking  tobacco  products  having  various  tar /nicotine  ratios. 

II.  OBJECTIVE  AND  SCOPE 

The  primary  objective  of  this  RFA  is  to  define  the  pharmacological  role  of  nicotine 
in  selected  animal  model(s),  or  humans,  exposed  to  cigarette  smoke  under  chronic 
conditions.  The  proposed  work  should  address  precursor  states  which  have 
indications  of  being  related  to  cigarette  smoke  carcinogenesis  in  animals  and/or 
humans.  These  may  include  markers  in  body  fluids  or  organ  specific  markers  which 
may  be  demonstrated  by  immunological,  histochemical,  biochemical  or  other 
functional  indices  with  the  objective  being  to  characterize  and  quantify  different 
degrees  of  response  and/or  injury  associated  with  exposure  to  nicotine,  its 
metabolites  or  selected  cofactors.  The  proposed  studies  should  not  be  planned  as 
merely  screening  tests,  but  should  have  a rationale  based  on  previous  findings 
described  in  peer-reviewed  publications. 

To  maximize  the  findings  of  the  investigations  in  regard  to  the  role  of  nicotine  and 
other  selected  components,  the  inhalation  experiments  must  be  planned  so  that 
valid  comparisons  may  be  made  both  in  regard  to  dosimetry  and  end  point 
observations. 

Applications  which  propose  studies  with  the  use  of  human  subjects  must  be  in 
compliance  with  43  Code  of  Federal  Regulations  46  (Revised  01/26/81). 

III.  MECHANISM  OF  SUPPORT 

This  RFA  will  use  the  traditional  National  Institutes  of  Health  grant-in-aid. 
Responsibility  for  the  planning,  direction,  and  execution  of  the  proposed  research 
will  be  that  of  the  applicant.  The  duration  for  applications  submitted  in  response 
to  this  RFA  should  not  exceed  five  years.  The  intent  is  to  fund  multiple  projects 
with  total  costs  amounting  to  approximately  $350,000  for  the  first  year.  This 
funding  level  is  dependent  on  the  receipt  of  a sufficient  number  of  applications  of 
high  scientific  merit.  Although  this  program  is  provided  for  in  the  financial  plan  of 
the  National  Cancer  Institute,  the  award  of  grants  pursuant  to  this  RFA  is 
contingent  upon  the  availability  of  funds  for  this  purpose. 
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IV.  REVIEW  PROCEDURES  AND  CRITERIA 

A.  Review  Method 

All  applications  submitted  in  response  to  this  RFA  will  be  reviewed  by:  (1)  a 
review  group  of  the  Division  of  Research  Grants,  NIH;  and  (2)  the  National 
Cancer  Advisory  Board.  All  applications  will  be  evaluated  on  a competitive 
basis. 

B.  Review  Criteria 

Applications  must  be  responsive  to  this  RFA,  in  the  sense  of  being  directed 
toward  the  attainment  of  the  stated  programmatic  objective.  If  the 
application  is  judged  by  the  National  Cancer  Institute  not  to  be  responsive  to 
the  RFA,  the  applicant  will  have  the  opportunity  of  having  his  application 
considered  along  with  other  unsolicited  applications  received  by  the  National 
Institutes  of  Health  in  the  review  cycle  which  is  current  at  that  time. 

The  factors  to  be  considered  in  evaluating  the  proposals  which  are  responsive 
to  this  RFA  are: 

1.  Scientific  merit  of  proposed  research,  design  and  methodology. 

2.  Research  experience  and  competence  of  the  Principal  Investigator  and 
staff. 

3.  Availability  and  adequacy  of  time  which  the  Principal  Investigator  and 
staff  would  devote  to  the  proposed  studies. 

4.  Adequacy  of  existing/proposed  facilities  and  resources. 

3.  Probability  of  the  investigator  obtaining  goals  which  are  set  forth  in  the 
application. 

V.  METHODS  OF  APPLYING 

Applications  should  be  submitted  on  form  PHS  398,  which  is  available  at  most 
institutional  business  offices,  or  may  be  obtained  from  the  Division  of  Research 
Grants,  NIH.  The  words  "Proposal  in  response  to  RFA:  PHARMACOLOGICAL 
ROLE  OF  NICOTINE  IN  DISEASES  RELATED  TO  TOBACCO  PRODUCTS"  must  be 
typed  in  bold  letters  across  the  top  of  the  front  page  of  the  application. 

The  completed  original  application  and  six  copies  should  be  sent  or  delivered  to: 

Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 
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Applications  must  be  received  by  the  National  Institutes  ol'  Health  by  November  1, 
1982.  The  Division  of  Research  Grants  (DRG)  will  not  accept  any  application  in 
response  to  this  announcement  that  is  the  same  as  one  currently  being  considered 
by  any  other  NIH  awarding  unit.  A copy  of  the  application  should  also  be  sent  to 
Dr.  Thomas  B.  Owen  at  the  address  shown  below,  and  a copy  to  the  following: 

Dr.  Harold  Waters 
Chief,  Special  Review  Section 
Division  of  Research  Grants 
Westwood  Building  - Room  2A16 
Bethesda,  Maryland  20205 


VI.  INQUIRIES 

Inquiries  may  be  directed  to: 

Dr.  Thomas  B.  Owen 
Special  Programs  Branch 
Division  of  Cancer  Cause 
and  Prevention 
National  Cancer  Institute 
Landow  Building  - Room  8C18 
Bethesda,  Maryland  20205 

Telephone:  (301)  496-96 00 
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NOTICE 


TERMINATION  OF  GERIATRIC  DENTISTRY  ACADEMIC  AWARD 


The  National  Institute  on  Aging  (NIA)  announces  that,  effective  immediately,  no  further 
applications  for  the  Geriatric  Dentistry  Academic  Award  will  be  accepted  by  the 
Institute. 

Existing  Geriatric  Dentistry  Academic  Awards  are  in  no  way  affected  by  this 
announcement  and  will  be  funded  by  NIA  through  their  expected  termination  dates  at  the 
end  of  the  fifth  year. 

Those  applications  for  the  Geriatric  Dentistry  Academic  Award  which  were  received  by 
the  NIH  Division  of  Research  Grants  to  meet  the  annual  receipt  date  of  July  1,  1982,  will 
be  processed,  reviewed  for  scientific  merit,  and  a funding  decision  reached. 
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ANNOUNCEMENT 


INFORMATION  STATEMENT  ON  ALEXANDER  VON  HUMBOLDT  FOUNDATION 

POSTDOCTORAL  RESEARCH  FELLOWSHIPS  FOR  1982-83 

FOGARTY  INTERNATIONAL  CENTER 


The  Fogarty  International  Center  of  the  National  Institutes  of  Health  announces  the 
sponsorship  of  research  fellowships  for  1982-83  by  the  Alexander  von  Humboldt  (AvH) 
Foundation  of  the  Federal  Republic  of  Germany.  These  fellowships  will  be  awarded  to 
qualified  biomedical  scientists  for  the  purpose  of  providing  research  experiences  and 
training  at  the  postdoctoral  level  in  basic  or  clinical  sciences  related  to  health  in  the 
Federal  Republic  of  Germany. 

To  be  eligible,  candidates  must  have  an  earned  degree  of  Ph.D.,  M.D.,  D.V.M.,  D. D.S.,  or 
an  equivalent  degree,  and  must  have  been  engaged  in  independent  research  in  one  of  the 
health  sciences  for  at  least  two  of  the  last  four  years.  The  fellowships  are  intended  in 
principle  for  scientists  in  the  formative  stages  of  their  research  careers.  The  formative 
stage  is  generally  defined  as  having  less  than  five  years  of  postdoctoral  experience  and 
the  applicant  being  less  than  38  years  of  age. 

Applicants  must  present  evidence  of  aptitude  and  promise  in  basic  biomedical  or  clinical 
research,  with  an  active  interest  in  pursuing  a research  career  in  a health  science  field. 
This  evidence  must  be  presented  in  the  form  of  a scientific  bibliography,  a precise 
research  proposal,  copies  of  reprints,  and  references  from  individuals  familiar  with  the 
applicant's  background,  ability,  and  promise  for  a research  career. 

Applicants  must  also  provide  evidence  of  acceptance  by  a training  institution  and 
preceptor  in  the  Federal  Republic  of  Germany.  It  is  the  applicant's  responsibility  to 
arrange  for  his  or  her  research  training  with  the  preceptor.  Arrangements  may  be  made 
either  through  direct  correspondence  between  the  applicant  and  a scientist  in  the  Federal 
Republic  of  Germany,  or  through  correspondence  initiated  on  the  applicant's  behalf  by  a 
senior  scientist  in  the  United  States  with  a German  colleague.  It  is  expected  that  such 
correspondence  will  lead  to  the  development  of  a plan  for  original  research  which  will  be 
worked  out  by  the  applicant  himself  and  presented  clearly  in  the  application.  The 
acceptance  is  documented  by  a letter  of  invitation  which  is  a requisite  part  of  the 
application  and  without  which  no  application  will  be  considered. 

Applications  are  considered  by  the  Selection  Committee  of  the  AvH  Foundation.  This 
committee  is  composed  of  95  German  scholars  of  all  disciplines  and  takes  decisions 
exclusively  on  the  basis  of  academic  merit  and  achievement.  It  is  not  bound  by  quotas,  in 
respect  of  either  countries  or  academic  disciplines. 

Consideration  of  applications  takes  several  months.  The  Selection  Committee  of  the 
AvH  Foundation  meets  three  times  a year,  usually  in  March,  3uly,  and  November.  The 
AvH  Foundation  recommends  that  the  complete  application  should  reach  the  Foundation's 
Office  in  Bonn  five  months  before  the  committee  meeting  at  the  latest.  The  processing 
of  incomplete  applications  will  be  considerably  delayed. 
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The  starting  date  of  the  fellowship  will  be  set  by  mutual  agreement  between  the 
applicant  and  the  preceptor  or  host  institution,  provided  it  is  in  general  within  the  12 
month  period  immediately  following  the  date  of  the  award  and  approved  by  the 
Foundation.  The  fellowship  will  normally  extend  for  12  months  after  the  starting  date, 
but  an  extension  of  up  to  12  months  may  be  considered,  if  recommended  by  the  host 
institution  and  approved  by  the  AvH  Foundation. 

Fellowships  range  from  DM  2.10U  to  DM  2.900  per  month,  the  level  depending  upon  the 
number  of  years  of  postdoctoral  experience  of  the  applicant  at  the  time  of  award.  There 
are  additional  provisions  for  covering  spouse  and  children,  travel  expenses,  German 
language  courses,  etc.  Group  health  insurance  is  available  at  reasonable  rates,  at  present 
DM  04  per  month  for  men,  DM  105  per  month  for  women. 

Application  forms  may  be  submitted  to  the  Alexander  von  Humboldt  Foundation  at  any 
time  of  the  year.  Individuals  interested  in  applying  for  this  fellowship  should  request  the 
latest  Information  Sheet  and  application  forms  from; 

International  Research  Fellowship  Programs 
Fogarty  International  Center 
National  Institutes  of  Health 
Building  38A  - Room  613 
Bethesda,  Maryland  20205 


or  directly  from: 


Alexander  von  Humboldt  Stiftung 
Bad  Godesberg 
- Auswahlabteilung  - 
3ean-Paul-Strabe  12 
D - 5300  Bonn  2 
Federal  Republic  of  Germany 
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ANNOUNCEMENT 


ONCOGENE  PRODUCTS  IN  IRRADIATED  CELLS  AND  TISSUES 

NATIONAL  CANCER  INSTITUTE 


The  National  Cancer  Institute's  (NCI)  Division  of  Cancer  Treatment  (DCT)  desires  to 
expand  its  support  of  radiation  effects  research.  The  program  is  seeking  applications  for 
research  grants  concerned  with  testing  the  hypothesis  that  oncogene  expression  occurs  as 
a step  in  radiation  induction  of  some  tumors.  Experiments  are  to  be  designed  to  detect 
the  presence  of  oncogene  products  in  irradiated  cells  or  tissues  that  convert  to  malignant 
behavior  in  vitro  and/or  in  vivo.  Methods  to  be  used  may  include,  but  need  not  be  limited 
to,  the  use  of  immunocytochemical  markers  or  cDNA  probes.  Although  it  is  expected 
that  emphasis  will  be  placed  on  experiments  that  seek  retrovirus  gene  products,  tumor 
antigens  thought  to  be  produced  by  certain  DNA  viruses  may  also  be  sought.  Any 
biological  test  system  may  be  used  for  study,  but  the  ultimate  goals  of  the  program 
would  benefit  greatly  from  the  study  of  human  cells.  In  making  this  program 
announcement,  it  is  not  the  intent  of  the  National  Cancer  Institute  to  make  or  imply  any 
delimitation  of  research  related  to  oncogene  expression,  but  rather  to  stimulate 
investigator -initiated  research  in  this  particular  field. 

Applications  in  response  to  this  announcement  will  be  reviewed  on  a nationwide  basis  in 
competition  with  each  other,  and  in  accord  with  the  usual  National  Institutes  of  Health 
(NIH)  peer  review  procedures.  They  will  first  be  reviewed  for  scientific  and  technical 
merit  by  a review  group  composed  mostly  of  non-federal  scientific  consultants. 
Following  this  initial  review,  the  application  wiil  be  evaluated  for  program  relevance  by 
the  National  Cancer  Board.  The  review  criteria  customarily  employed  by  the  NIH  for 
regular  research  grant  applications  will  prevail.  Applications  will  be  accepted  in 
accordance  with  the  usual  NIH  receipt  dates  for  new  applications:  March  1,  July  1,  and 
November  1. 

METHOD  OF  APPLYING 

Applicantions  should  be  submitted  on  form  PHS-398,  which  is  available  in  the  grants  and 
contracts  business  office  at  most  academic  and  research  institutions  or  from  the  Division 
of  Research  Grants,  NIH.  The  title  of  this  Program  Announcement  should  be  typed  in 
section  2 on  the  front  page  of  the  grant  application  form. 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.395, 
Cancer  Treatment  Research.  Awards  will  be  made  under  the  authority  of  the  Public 
Health  Service  Act,  Title  III,  Section  301  (Public  Law  7 8-410,  as  amended;  42  USC  241) 
and  administered  under  PHS  grant  policies  and  Federal  Regulations  42  CFR  Part  52  and 
45  CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems 
Agency  review. 
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In  addition,  a brief  covering  letter  should  accompany  the  application  indicating  it  is  being 
submitted  in  response  to  this  program  announcement.  The  original  and  six  copies  of  the 
application  should  be  sent  or  delivered  to: 

Applications  Receipt  Office 
Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
Bethesda,  Maryland  20205 

For  further  information,  investigators  are  encouraged  to  contact: 

Dr.  dames  L.  Murray 
Low-Level  Radiation  Effects  Branch 
Division  of  Cancer  Treatment 
National  Cancer  Institute 
Building  31  - Room  4B29 
Bethesda,  Maryland  20205 

Telephone:  (301)  496-9326 

In  order  to  alert  the  Division  of  Cancer  Treatment  to  the  submission  of  proposals  with 
primary  thrust  directed  to  radiation  effects  research,  a copy  of  the  covering  letter 
should  be  sent  to  Dr.  Murray. 
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PROGRAM  ANNOUNCEMENT 


SPECIFIC  RADIATION-INDUCED  CHROMOSOMAL 

ABNORMALITIES  AND  CANCER 

NATIONAL  CANCER  INSTITUTE 


The  National  Cancer  Institute's  Division  of  Cancer  Treatment  desires  to  expand  its 
support  of  radiation  effects  research.  The  program  is  seeking  applications  for  research 
grants  for  basic  studies  to  answer  questions  concerning  the  relationship  between 
radiation-induced  chromosomal  translocations  and  radiation-induced  cancer.  For 
example,  are  specific  translocations  found  in  recently-transformed  irradiated  cells;  do 
radiation-induced  animal  tumors  consistently  contain  cells  that  are  nearly  euploid  but 
contain  specific  translocations;  and  can  evidence  be  found  for  chromosomal 
abnormalities  as  an  etiologic  factor  in  human  radiogenic  tumors?  In  making  this  program 
announcement,  it  is  not  the  intent  of  the  National  Cancer  Institute  to  make  or  imply  any 
delimitation  of  research  related  to  chromosomal  abnormalities,  but  rather  to  stimulate 
investigator-initiated  research  in  this  particular  field. 

Studies  to  be  proposed  should  consider  promising  areas  of  research  using  cytogenetic 
methods  in  experiments  involving  in  vitro  cell  transformation,  animal  tumor  induction,  or 
putative  radiogenic  cancers  in  human  patients.  Experimental  plans  should  clearly 
identify  the  biological  system(s)  to  be  used,  criteria  for  malignancy  to  be  applied,  and 
cytogenetic  procedures  to  be  utilized.  Because  one  of  the  most  likely  cytogenetic  end- 
points to  be  assayed  is  the  unbalanced  translocation,  it  is  expected  that  chromosome 
banding  procedures,  with  quantitative  measurements  if  necessary,  will  be  used  in  the 
cytogenetic  aspects  of  the  study.  The  use  of  a particular  biological  system  should  be 
justified  on  the  basis  of  its  potential  for  simultaneous  cytogenetic  study  in  carcinogenesis 
experiments. 

Applications  in  response  to  this  announcement  will  be  reviewed  on  a nationwide  basis  in 
competition  with  each  other,  and  in  accord  with  the  usual  National  Institutes  of  Health 
peer  review  procedures.  They  will  first  be  reviewed  for  scientific  and  technical  merit  by 
a review  group  composed  mostly  of  non-federal  scientific  consultants.  Following  this 
initial  review,  the  application  will  be  evaluated  for  program  relevance  by  the  National 
Cancer  Advisory  Board.  The  review  criteria  customarily  employed  by  the  National 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.395, 
Cancer  Treatment  Research.  Awards  will  be  made  under  the  authority  of  the  Public 
Health  Service  Act,  Title  III,  Section  301  (Public  Law  78-410,  as  amended;  42  USC  241) 
and  administered  under  PHS  grant  policies  and  Federal  Regulations  42  CFR  Part  52  and 
45  CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems 
Agency  review. 
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Institutes  of  Health  for  regular  research  grant  applications  will  prevail.  Applications  will 
be  accepted  in  accordance  with  the  usual  NIH  receipt  dates  for  new  applications:  March 
1,  July  1,  and  November  1. 

METHOD  OF  APPLYING 

Applications  should  be  submitted  on  form  PHS-398,  which  is  available  in  the  grants  and 
contracts  business  office  at  most  academic  and  research  institutions  or  from  the  Division 
of  Research  Grants,  NIH.  The  title  of  the  RFA  program  announcement  should  be  typed 
in  section  2 on  the  front  page  of  the  grant  application  form. 

In  addition,  a brief  covering  letter  should  accompany  the  application  indicating  it  is  being 
submitted  in  response  to  this  program  announcement.  The  original  and  six  copies  of  the 
application  should  be  sent  or  delivered  to: 

Applications  Receipt  Office 
Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
Bethesda,  Maryland  20203 

For  further  information,  investigators  are  encouraged  to  contact: 

Dr.  James  L.  Murray 
Low-Level  Radiation  Effects  Branch 
Division  of  Cancer  Treatment 
National  Cancer  Institute 
Building  31  - Room  4B29 
Bethesda,  Maryland  20203 

Telephone:  (301)  496-9326 

In  order  to  alert  the  Division  of  Cancer  Treatment  to  the  submission  of  proposals  with 
primary  thrust  directed  to  radiation  effects  research,  a copy  of  the  covering  letter 
should  be  sent  to  Dr.  Murray. 
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REQUEST  FOR  RESEARCH  GRANT  APPLICATIONS:  RFA 
NIH-NCI-DCT-LLREB-82-1 5 

CARCINOGENESIS  IN  SMALL  ANIMALS  IRRADIATED  IN  UTERO 

NATIONAL  CANCER  INSTITUTE 


Application  Receipt  Date:  December  1,  1982 


The  Division  of  Cancer  Treatment  of  the  National  Cancer  Institute  (NCI)  invites  grant 
applications  from  interested  investigators  for  basic  studies  to  measure  the  carcinogenic 
effects  of  low  levels  of  ionizing  radiation  on  the  developing  embryo  and  fetus  in  small 
animals. 

This  type  of  grant  solicitation  (the  RFA)  is  utilized  when  it  is  desired  to  encourage 
investigator -initiated  research  projects  in  areas  of  special  importance  to  the  National 
Cancer  Program.  Applicants  funded  under  the  RFA  are  supported  through  the  customary 
National  Institutes  of  Health  (NIH)  grant-in-aid,  in  accordance  with  PHS  policies 
applicable  to  Research  Project  Grants  including  cost  sharing.  However,  the  RFA 
solicitation  represents  a single  competition,  with  a specified  deadline  for  receipt  of 
applications.  All  applications  received  in  response  to  the  RFA  will  be  reviewed  by  the 
same  NIH  Initial  Review  Group. 

The  present  RFA  announcement  is  for  a single  competition  with  a specified  deadline  of 
December  1,  1982  for  receipt  of  applications.  Applications  should  be  prepared  and 
submitted  in  accordance  with  the  aims  and  requirements  described  in  the  following 
sections: 


I.  Background  Information 

II.  Objective  and  Scope 

III.  Mechanism  of  Support 

IV.  Review  Procedures  and  Criteria 

V.  Method  of  Applying 

VI.  Inquiries 

I.  BACKGROUND  INFORMATION 

The  Low-Level  Radiation  Effects  Branch  (LLREB)  of  the  Radiation  Research 
Program,  NCI,  has  as  its  major  interest  the  effects  of  low  levels  of  ionizing 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.395, 
Cancer  Treatment  Research.  Awards  are  made  under  authorization  of  the  Public  Health 
Service  Act,  Section  301(c)  and  Section  402  (Public  Law  78-410,  as  amended;  42  USC  241; 
42  USC  282)  and  administered  under  PHS  grant  policies  and  Federal  Regulations  42  CFR 
Part  52  and  45  CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or 
Health  Systems  Agency  review. 
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radiation  on  biological  systems.  For  the  purposes  of  the  LLREB,  low-level  is 
defined  as  acute  exposures  less  than  10  rad.  The  major  radiation  effects  occur ing 
at  these  doses  are  mutagenesis,  carcinogenesis,  and  in_  utero  effects.  LLREB  has 
specific  interests  in  each  of  these  low-level  effects  including  the  influence  of  dose 
rate  and  LET. 

Each  year  thousands  of  women  are  given  radiodiagnostic  examinations  of  the 
abdomen  during  pregnancy.  The  effects  of  these  small  doses  of  radiation  on  the 
developing  embryo/fetus  are  a matter  of  controversy.  Several  human  studies 
suggest  that  doses  of  1-2  rad  may  increase  the  postnatal  cancer  risk;  however, 
other  epidemiologic  studies  have  not  confirmed  this.  Factors  such  as  gestational 
age  at  time  of  exposure  and  maternal  health  status  are  likewise  not  well 
understood.  Clearly,  the  risks  of  radiation  exposure  during  pregnancy  must  be  more 
clearly  defined  in  order  to  facilitate  benefit/risk  decision-making  in  clinical 
practice. 

This  RFA  is  responsive  to  the  Congressional  mandate  under  the  Biological  Research 
Extension  Act  of  1978  (P.L.  95-622)  as  well  as  to  the  recommendations  of  the 
Interagency  Radiation  Research  Committee's  Federal  Strategy  for  Research  into 
the  Biological  Effects  of  Ionizing  Radiation  (June,  1981). 

II.  OBJECTIVE  AND  SCOPE 

The  carcinogenic  effects  of  low  levels  of  ionizing  radiation  on  the  developing 
embryo  and  fetus  in  small  animals  are  to  be  measured  in  order  to  define  the  risks  of 
radiation  exposure  during  development.  Any  small  laboratory  animal  system  may 
be  used.  Single  cell,  tissue  and  organ  systems  may  also  be  used  where  appropriate, 
such  as  in  investigations  of  mechanisms  of  radiation  effects  iri  utero.  Proposed 
studies  should  evaluate  cancer  induction  in  small  animals  following  a wide  range  of 
radiation  doses,  including  low  doses.  Factors  influencing  cancer  induction  such  as 
gestational  age  at  exposure,  maternal  health  and  endocrine  status  should  also  be 
considered  in  the  study  design.  Other  factors  which  may  be  studied  include  dose 
rate  and  LET.  Analysis  of  the  data  may  include  dose  response  curves  at  low  doses 
and  comparison  of  the  types  of  tumors  produced. 

III.  MECHANISM  OF  SUPPORT 

This  RFA  will  use  the  National  Institutes  of  Health  grant-in-aid.  Responsibility  for 
the  planning,  direction,  and  execution  of  the  proposed  research  will  be  solely  that 
of  the  applicant.  The  total  project  period  for  applications  submitted  in  response  to 
the  present  RFA  should  not  exceed  five  years.  The  intent  is  to  fund  several 
projects,  with  total  program  costs  amounting  to  approximately  $400,000  for  the 
first  year.  This  funding  level  is  dependent  on  the  receipt  of  a sufficient  number  of 
applications  of  high  scientific  merit.  Also,  although  this  program  is  provided  for  in 
the  financial  plans  of  the  NCI,  the  award  of  grants  pursuant  to  this  RFA  is 
contingent  upon  the  availability  of  funds  for  this  purpose. 
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IV.  REVIEW  PROCEDURES  AND  CRITERIA 
A.  Review  Method 


Each  application  submitted  in  response  to  the  RFA  will  be  reviewed  by:  (1)  an 
appropriate  review  group  of  the  Division  of  Research  Grants,  NIH,  and  (2)  the 
National  Cancer  Advisory  Board. 

Future  renewal  applications  will  not  compete  for  earmarked  funds.  Instead,  all 
renewal  applications  will  be  considered  as  unsolicited  grant  applications  which 
will  compete  with  all  other  unsolicited  applications  received  by  the  NIH. 

The  factors  considered  in  evaluating  such  response  to  this  RFA  will  be: 

1.  Scientific  merit  of  research  approach,  design,  and  methodology. 

2.  Research  experience  and  competence  of  the  Principal  Investigator  and 
staff  to  conduct  the  proposed  studies. 

3.  Adequacy  of  time  (effort)  which  the  Principal  Investigator  and  staff  would 
devote  to  the  proposed  studies. 

4.  Adequacy  of  existing /proposed  facilities  and  resources. 

3.  Scientific,  technical  or  medical  significance  and  originality  of  proposed 
research. 

6.  Reasonableness  of  proposed  costs. 

V.  METHOD  OF  APPLYING 

A.  Format  of  Applications 

Applications  must  be  submitted  on  form  PHS  398  (Revised  5/80),  the 
application  form  for  research  project  grants.  Application  kits  are  available  at 
most  institutional  business  offices,  or  may  be  obtained  from  the  Division  of 
Research  Grants,  NIH.  The  conventional  presentation  in  format  and  detail 
applicable  to  regular  research  grant  applications  should  be  followed,  and  the 
requirements  specified  under  Review  Criteria  (IV.  B.)  must  be  fulfilled.  The 
number  and  title  of  this  RFA  should  be  typed  in  section  2 on  the  front  page  of 
the  grant  application  form. 

B.  Application  Procedure 

The  completed  original  application  and  six  (6)  copies  should  be  sent  or 
delivered  to: 


Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 


To  ensure  their  review.  aDDlications  must  be  received  bv  December  1.  1982. 
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Applications  received  after  that  date  will  be  returned.  Also,  the  Division  of 
Research  Grants  (DRG)  will  not  accept  any  application  in  response  to  this 
announcement  that  is  the  same  as  one  currently  being  considered  by  any  other 
NIH  awarding  unit.  One  copy  of  this  application  should  also  be  sent  to  each  of 
the  following  individuals: 

Dr.  Harold  Waters 
Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  2A16 
Bethesda,  Maryland  20205  and 

Dr.  dames  L.  Murray,  Low-Level  Radiation  Effects  Branch 
at  the  address  shown  below. 

VI.  INQUIRIES  MAY  BE  DIRECTED  TO: 

Dr.  dames  L.  Murray 
Low-Level  Radiation  Effects  Branch 
Division  of  Cancer  Treatment 
National  Cancer  Institute 
Building  31,  Room  4B29 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-9326 


12 


REQUEST  FOR  RESEARCH  GRANT  APPLICATIONS: 

RFA-NIOSH-82-2 

PROTECTION  FROM  AIRBORNE  TOXIC  AND  CARCINOGENIC 

MATERIALS  BY  RESPIRATORY  PROTECTION  SYSTEMS 
CENTERS  FOR  DISEASE  CONTROL 

NATIONAL  INSTITUTE  FOR  OCCUPATIONAL  SAFETY  AND  HEALTH 

Application  Receipt  Date:  November  1,  1982 


The  National  Institute  for  Occupational  Safety  and  Health  (NIOSH)  announces  that 
competitive  grant  applications  for  basic  and  applied  research  and  demonstration  projects 
to  increase  protection  from  airborne  toxic  materials  and  carcinogens  by  respiratory 
protection  systems  will  be  accepted  until  November  1,  1982. 

I.  BACKGROUND 

The  hazards  of  inhalation  of  carcinogens  and  other  toxicants  are  a major  concern 
for  the  modern  worker.  Recent  concerns  over  carcinogens,  such  as  vinyl  chloride, 
asbestos,  benzene,  kepone,  and  other  toxicants  have  focused  on  their  inhalation 
hazards  and  necessary  control  technology.  Clearly,  engineering  and  administrative 
controls,  such  as  improved  ventilation,  process  changes,  and  good  work  practices, 
are  the  preferred  approaches  to  protecting  the  worker  from  exposure  to  airborne 
toxic  materials  and  carcinogens.  However,  the  use  of  respirators  is  the  only 
immediate  option  for  situations  in  which  engineering  controls  are  not  feasible  or 
not  yet  available.  The  same  may  be  true  during  the  installation  of  engineering 
controls  and  during  life-threatening  emergency  situations.  In  addition,  respirators 
are  frequently  needed  to  supplement  inadequate  engineering  controls. 
Unfortunately,  respirators  may  not  meet  the  needs  of  the  workplace. 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No. 
13.262,  Occupational  Safety  and  Health  Research  Grants.  These  grants  will  be 
awarded  and  administered  by  NIOSH  under  the  legislative  authorization  in  section 
20(a)(1)  of  the  Occupational  Safety  and  Health  Act  of  1970  (29  U.S,C.  669(a)(1) 
and  section  501  of  the  Federal  Mine  Safety  and  Health  Act  of  1977  (30  U.S.C. 
951).  Program  regulations  applicable  to  these  grants  are  in  Part  87  of  Title  42, 
Code  of  Federal  Regulations,  "National  institute  for  Occupational  Safety  and 
Health  Research  and  Demonstration  Grants."  This  program  is  not  subject  to  A- 9 5 
Clearinghouse  or  Health  Systems  Agency  review. 
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NIOSH  responsibilities  include  testing  and  certifying  all  types  of  industrial 
respirators;  a field  in  which  the  Federal  Government  has  been  involved  for  more 
than  60  years.  NIOSH  has  a fundamental  responsibility  to  develop  and  maintain  a 
modern  certification  program,  advance  the  state  of  the  art,  and  provide  leadership 
in  the  respiratory  protection  field.  It  has  become  increasingly  clear  in  recent  years 
that  respirator  protection  for  workers  is  in  need  of  significant  improvement. 
Sparse  research  has  been  conducted  in  this  field.  Federal  standards,  originally 
intended  only  to  evaluate  respirators  worn  by  miners,  have  not  evolved  into  criteria 
adequate  for  evaluating  respirators  used  in  all  work  environments  where  airborne 
carcinogens  are  present. 

Studies  performed  by  NIOSH  and  others  have  confirmed  that  workers  in  many 
industries  are  not  wearing  the  respirators  that  "go  with  the  job."  Workers  claim 
that  respirators  are  uncomfortable  to  wear.  Whether  the  problem  is  heat  buildup, 
strap  headache,  irritations  behind  the  ears  and  over  the  jaw,  ingrown  hairs, 
inflamed  sweat  glands,  dehydration,  poor  fit,  difficulty  in  speech  transmission, 
visibility  limitation,  or  other  problems,  many  workers  do  not  wear  existing 
respirators  for  extended  periods  of  time.  NIOSH  believes,  based  on  available  data 
and  the  opinions  of  some  of  the  nation's  leading  respirator  experts,  that  the 
problem  is  one  of  basic  design-existing  respirators  are  not  amenable  to  wearing  for 
extended  periods  of  time. 

II.  ELIGIBLE  APPLICANTS 

Eligible  applicants  may  be  universities,  colleges,  research  institutions  and  other 
public  and  private  organizations  including  State  and  local  governments.  Note  that 
for-profit  institutions  are  now  eligible  for  research  and  demonstration  grants. 

III.  AVAILABLE  FUNDS 

The  annual  amount  available  for  grants  under  this  announcement  will  be  between 
$400,000  and  $600,000.  Award  of  grants  is  contingent  upon  availability  of  funds  for 
this  purpose  and  successful  peer  review,  including  priority  ranking.  Grantees  will 
be  required  to  cost  share  a minimum  of  5 percent.  Grants  may  be  supported  for  up 
to  5 years,  and  may  be  renewed  for  an  additional  period,  subject  to  the  competitive 
review  procedure  and  availability  of  funds  for  this  announcement. 

IV.  AREAS  OF  RESEARCH  INTEREST 

A.  The  goal  of  this  announcement  is  to  stimulate  and  encourge  high  quality 
research  and  demonstration  grants  in  the  areas  listed  below.  These  areas  are 
not  mutually  exclusive.  It  is  anticipated  that  a given  research  study  may  cut 
across  several  areas.  Included  under  each  listed  area  are  examples  of  the 
types  of  studies  which  would  be  of  interest  to  NIOSH.  They  are  not  meant  to 
be  restrictive  and  are  cited  for  illustrative  purposes  only; 

1 . Engineering: 

a.  Development  of  new  and  innovative  respiratory  protective 
devices. 
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b.  Development  of  a positive,  general,  end-of-service-life  indicator 
for  sorbents  of  air  purifying  respirators. 

c.  Research  and  development  of  test  techniques  and  models  to 
predict  general  respirator  performance  as  well  as  component 
performance  against  heat,  radiant  heat,  chemical  attack,  shock, 
vibration,  etc. 

d.  Development  of  an  inexpensive,  universal  facepiece  fit  tester. 

e.  Studies  of  methods  to  increase  effective  protection  factors  in  the 
field  under  actual  workplace  conditions. 

2.  Industrial  Hygiene: 

a.  Studies  to  evaluate  the  effectiveness  of  established  respirator 
programs.  Such  studies  may  measure  effective  protection  factors 
and  develop  techniques  for  improving  long-term  respiratory 
protection. 

b.  Studies  to  define  those  factors  of  a respiratory  protection 
program  which  influence  worker  acceptance  and  continued  proper 
use  of  respirators. 

c.  Studies  to  evaluate  the  significance  of  worker  p0.  iicipation  in 
respirator  programs,  including  selection  and  maintenance. 

d.  Studies  to  evaluate  respiratory  protection  programs  in  specific 
occupational  environments  such  as  coke  ovens  and  coal  conversion 
facilities. 

3.  Physio  logy/Ergonomics: 

a.  Studies  to  assess  the  long-term  effect  of  breathing  increased 
oxygen  and  carbon  dioxide  concentrations  under  positive  pressure, 
particularly  at  moderate  to  high  work  rates  for  intervals  of  time 
ranging  from  20  minutes  to  4 hours. 

4.  Medicine: 

a.  Development  of  medical  surveillance  guidelines  for  respirator 
users. 

b.  Development  of  physical  and  psychological  predictors  of  user 
ability  to  wear  respirators. 

c.  Studies  which  quantitatively  define  the  effects  of  respirator  usage 
on  specific  medical  conditions. 

d.  Studies  of  the  relationship  of  smoking,  respirator  use,  and 
pulmonary  dysfunction. 
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e.  Studies  of  the  effects  of  sensory  deprivation  produced  by 
respirator  use. 

f.  Studies  involving  motivational  aspects  of  respirator  use. 

g.  Studies  of  the  effects  of  respirator  use  upon  certain  physiological 
functions,  such  as  cardiovascular,  pulmonary,  lung  clearance,  and 
renal. 

5.  Chemistry; 

a.  Studies  leading  to  the  development  of  a rapid  nondestructive 
method  for  determining  sorbent  efficiencies  which  could  be  easily 
employed  for  routine  quality  control  by  both  manufacturers  and 
users. 

b.  Studies  which  will  identify  and  characterize  the  critical 
sorbent/contaminant  interaction  factors  and  thus  allow  the 
development  of  a model  for  effectively  predicting  breakthrough 
times  for  compounds,  classes  of  compounds,  combinations  of 
contaminants,  sorbent  penetration,  sorbent-contaminant  reaction 
products,  etc. 

c.  Studies  to  develop  better  absorbents  for  general  classes  of 
contaminants  and/or  specific  substances.  Of  particular  interest 
would  be  sorbent  materials  suitable  for  highly  polar  low  boiling 
compounds,  ethylene  oxide,  etc. 

6.  Aerosol  Science: 

a.  Development  of  rapid,  nondestructive  methods  for  testing  filter 
efficiency,  particularly  under  field  conditions. 

b.  Studies  to  determine  whether  or  not  existing  test  methods 
adequately  predict  the  effectiveness  of  filters  in  removing  fibrous 
particulates,  and  if  not,  develop  an  effective  method. 

c.  Development  of  novel,  low-resistance,  high  efficiency  particulate 
filtration  methods. 

V.  REVIEW  PROCEDURE  AND  CRITERIA 

A.  Applications  responsive  to  this  request  for  applications  will  be  reviewed  by  an 
appropriate  peer  review  group  on  the  basis  of  the  following  criteria; 

1.  Training,  experience,  and  research  competence,  or  promise,  of  the 
applicant(s)  to  carry  out  the  proposed  investigations,  and  the  adequacy 
of  effort  (time)  to  be  devoted  to  the  project. 
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2.  The  scientific  merit  of  the  proposal:  the  questions  proposed  for  study, 
the  research  design,  the  proposed  methodology,  the  proposed  methods 
for  analysis  and  interpretation  of  data. 

3.  Adequacy  and  suitability  of  the  existing  and  proposed  facilities  and 
resources. 

4.  Appropriateness  of  the  requested  budget  relative  to  the  work  proposed. 

3.  Adequacy  of  collaborative  arrangement(s),  if  applicable. 

B.  Demonstration  Grant  applications  will  be  reviewed  additionally  on  the  basis 
of  the  following  criteria: 

1.  Degree  to  which  project  objectives  are  clearly  established,  obtainable, 
and  for  which  progress  toward  attainment  can  and  will  be  measured. 

2.  Availability,  adequacy,  and  competence  of  personnel,  facilities,  and 
other  resources  needed  to  carry  out  the  project. 

3.  Degree  to  which  the  project  can  be  expected  to  yield  or  demonstrate 
results  that  will  be  useful  and  desirable  on  a national  or  regional  basis. 

4.  Documentation  of  expected  cooperation  of  industry,  unions,  or  other 
participants  in  the  project,  where  applicable. 

C.  A secondary  review  process  will  be  conducted  by  NIOSH.  Factors  considered 
in  this  review  include: 

1.  The  results  of  the  initial  review. 

2.  The  significance  of  the  proposed  research  to  the  research  program  of 
NIOSH. 

3.  National  needs  and  program  balance. 

4.  Policy  and  budgetary  considerations. 

D.  Proposals  considered  to  be  nonresponsive  to  the  terms  outlined  in  this  request 
will  be  appropriately  reassigned  for  review  or  returned  to  the  investigator,  as 
indicated. 

VI.  APPLICATION  AND  AWARD 

Applications  should  be  submitted  on  form  PHS  398  (Revised  10/79)  or  PHS  3161-1 
for  State  and  local  government  applicants.  Application  kits  may  be  obtained  from: 

Office  of  Grants  Inquiries 
Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  448 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-7441 
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Care  should  be  taken  in  following  the  instructions  included  with  the  application 
form,  making  certain  to  fulfill  the  points  identified  under  the  heading  "REVIEW 
CRITERIA."  Line  2 of  the  application  should  be  checked  "yes"  and  the  title  of  the 
Request  for  Applications  should  be  entered  (NIOSH-PROTECTION  FROM 
AIRBORNE  TOXIC  AND  CARCINOGENIC  MATERIALS  BY  RESPIRATORY 
PROTECTION  SYSTEMS). 

An  original  and  six  copies  of  the  application  (original  and  two  copies  for  State  and 
local  governments)  must  be  received  no  later  than  November  1,  1982,  in  order  to  be 
considered  in  the  February /March  1983  Study  Section  review.  Applications 
received  after  November  1,  1982,  will  be  returned  to  the  originator.  Completed 
applications  must  be  sent  or  delivered  to: 

Application  Receipt 
Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
Bethesda,  Maryland  20203 

A brief  covering  letter  should  accompany  the  application  indicating  that  it  is 
submitted  in  response  to  this  Request  for  Applications.  A carbon  copy  of  the 
covering  letter  along  with  an  additional  copy  of  the  application  should  be  sent  to 
the  Acting  Chief,  Grants  Administration  and  Review  Branch  (see  below). 

An  applicant  organization  has  the  option  of  having  specific  salary  and  fringe 
benefit  amounts  for  individuals  omitted  from  the  copies  of  the  application  that  are 
made  available  to  outside  reviewing  groups.  If  the  applicant  organization  elects  to 
exercise  this  option,  asterisks  should  be  used  on  the  original  and  six  copies  of  the 
application  to  indicate  those  individuals  for  whom  salaries  and  fringe  benefits  are 
being  requested;  the  subtotals  must  still  be  shown.  In  addition,  submit  an  additional 
copy  of  page  four  of  form  PHS-398,  completed  in  full  with  'the  asterisks  replaced  by 
the  amount  of  the  salary  and  fringe  benefits  requested  for  each  individual  listed. 
This  budget  page  will  be  reserved  for  internal  PHS  staff  use  only. 

For  further  information  contact: 

3ack  E.  McCracken,  Ph.D. 

Acting  Chief 

Grants  Administration  and  Review  Branch 
National  Institute  for  Occupational 
Safety  and  Health 
Parklawn  Building  - Room  8-63 
5600  Fishers  Lane 
Rockville,  Maryland  20857 


Telephone:  (301)  443-4493 


or 
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Mr.  Joseph  West 
Grants  Management  Officer 
National  Institute  for  Occupational 
Safety  and  Health 
Parklawn  Building  - Room  8-23 
3600  Fishers  Lane 
Rockville,  Maryland  20857 

Telephone:  (301)  443-3122 
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ANNOUNCEMENT 


EXTRAMURAL  ASSOCIATES  PROGRAM 
NATIONAL  INSTITUTES  OF  HEALTH 


Application  Receipt  Date:  December  31,  1982 


The  National  Institutes  of  Health  (NIH)  invites  nominations  for  the  1983-84  Extramural 
Associates  Program  to  promote  the  entry  and  participation  of  ethnic  minorities  and 
women  in  NIH-supported  research. 

Temporary  appointments  of  employees  between  Federal  executive  agencies,  state  and 
local  governments,  institutions  of  higher  education,  and  Indian  tribal  governments,  can  be 
effected  under  the  Intergovernmental  Personnel  Act  (IPA)  of  1970  (Public  Law  91-648). 
In  recent  years,  significant  numbers  of  personnel  from  academic  institutions  have  used 
the  IPA  mechanism  to  gain  thorough  knowledge  of  research  concerns  of  the  NIH,  the 
support  through  which  this  research  is  being  accomplished,  and  the  policies  and 
procedures  which  govern  the  awarding  of  grants  and  contracts.  Yet  institutions  which 
traditionally  contribute  to  the  basic  preparation  of  minorities  and  women  for  biomedical 
science  are  not  utilizing  this  opportunity  to  an  equal  extent.  While  not  excluding  any 
individuals  or  institutions  from  the  available  options  under  the  IPA,  the  NIH  Extramural 
Associates  Program  was  specially  established  to  redress  a noticeable  imbalance  in  the 
current  use  of  an  available  opportunity. 

The  NIH  will  invite  two  groups  of  up  to  seven  key  science  administrators  from  schools 
which  contribute  significantly  to  the  pool  of  minorities  and  women  in  science,  to  spend 
five  months  in  residence  in  the  Washington,  D.C.  area.  Salary  and  related  expenses  will 
be  reimbursed  by  the  NIH  to  the  limit  allowed  under  the  IPA.  In  addition,  a per  diem 
allowance  will  be  provided  to  cover  the  normal  cost  of  living  while  in  Washington,  D.C. 

While  in  the  Program,  the  Associates  will  work  in  rotating  assignments  with  senior  staff 
members  at  the  NIH  and  other  Federal  agencies.  They  will  attend  seminars,  committee 
meetings,  workshops,  site  visits  and  will  have  the  opportunity  to  gain  information 
concerning  legislative,  budgetary  and  other  Federal  health-related  programs  associated 
with  grant  and  contract  activities. 

The  NIH  expects  that  such  information  will  primarily  benefit  the  institutions  from  which 
the  Associates  come,  in  that  they  will  be  the  lead  resource  administrators  from  whom 
faculty  and  students  can  obtain  information  about  health  research  programs  funded  by 
the  NIH.  In  addition,  the  NIH  expects  immediate  benefits  from  the  special  contributions 
to  be  made  by  these  experienced  administrators  while  at  the  NIH. 

Nominations  of  a candidate  will  be  accepted  from  the  president  or  an  equivalent  official 
of  an  eligible  institution.  In  addition  to  the  general  requirements  of  the  IPA,  emphasis 
for  selection  of  Associates  will  be  on  the  demonstrated  contribution  of  an  institution  to 
the  advancement  of  ethnic  minorities  and  women;  on  its  plan  to  utilize  the  Associate's 
newly  gained  knowledge;  and  on  the  qualifications,  experience  and  interest  of  the 
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nominee. 

All  Associates  will  be  required  to  participate  in  the  program  for  five  months  beginning  on 
or  about  August  1,  1983  or  February  1,  1984.  Nominations  and  completed  applications 
are  due  by  December  31,  1982;  selections  will  be  announced  by  March  31,  1983. 

Additional  information  concerning  the  program  or  the  application  process  may  be 
obtained  by  writing  or  calling: 


Mrs.  dean  G.  Oliver,  Director 
Extramural  Associates  Program 
National  Institutes  of  Health 
Building  31  - Room  1B59 
9000  Rockville  Pike 
Bethesda,  Maryland  20205 

Telephone:  (301)  496-9728 
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NOTICE 


NEW  FORMS  FOR  RESEARCH  GRANT,  RCDA,  AND  INDIVIDUAL  NATIONAL 
RESEARCH  SERVICE  AWARD  (FELLOWSHIP)  APPLICATIONS 


Grant  Application  Forms  PHS  398  and  PHS  2590 

The  new  application  forms  for  Public  Health  Service  grant  (PHS  398,  revised  May  1982) 
and  for  continuation  of  such  a grant  (PHS  2590,  revised  May  1982)  are  now  available  for 
use  by  the  scientific  community.  Copies  of  these  forms  may  be  obtained  by  writing  to: 

Chief,  Office  Services  Branch 
Division  of  Reserch  Grants 
National  Institutes  of  Health 
Bethesda,  Maryland  20205 

Individual  copies  may  also  be  obtained  by  writing  to: 

Office  of  Grants  Inquiries 
Division  of  Research  Grants 
National  Institutes  of  Health 
Bethesda,  Maryland  20205 

While  the  new  forms  contain  a number  of  changes,  the  most  significant  ones  are  in  the 
areas  of  research  involving  human  subjects  or  vertebrate  animals.  Therefore,  if  proposed 
projects  involve  human  subjects  or  vertebrate  animals,  use  the  new  forms  for  submissions 
after  January  1983.  But  in  those  cases  where  human  subjects  or  animals  are  not 
involved,  please  continue  to  use  the  1980  versions  of  the  PHS  398  and  PHS  2590  forms 
until  supplies  are  exhausted. 

Individual  NRSA  Forms  PHS  416-1  and  PHS  416-9 


The  new  application  forms  for  an  Individual  National  Research  Service  Award  (PHS  416- 
1,  revised  December  1981)  and  for  continuation  of  such  an  award  (PHS  416-9,  revised 
December  1981)  will  soon  be  available.  The  new  forms  for  competing  applications  should 
be  used  for  the  February  1,  1983  receipt  date.  Copies  of  these  forms  may  be  obtained  by 
writing  to: 


Chief,  Office  Services  Branch 
Division  of  Research  Grants 
National  Institutes  of  Health 
Bethesda,  Maryland  20205 

Individual  copies  may  also  be  obtained  by  writing  to  the  following  address: 

Office  of  Grants  Inquiries 
Division  of  Research  Grants 
National  Institutes  of  Health 
Bethesda,  Maryland  20205 
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NIH  Research  Career  Development  Awards  (RCDAs) 


NIH  Research  Career  Development  Awardees  (K04)  will  start  using  the  PHS  2390 
continuation  application  form  in  the  near  future.  Coincident  with  this  change,  the 
institution  control  offices  will  be  asked  to  distribute  the  application  forms.  By 
approximately  December  1,  1982,  mailings  to  control  offices  will  include  a computerized 
face  page  and  a set  of  supplemental  instructions  for  RCDA  (K04)  continuation 
applications.  The  May  1982  revision  of  the  PHS  2590  form  will  have  to  be  used. 
Questions  on  this  conversion  should  be  directed  to: 

Mr.  Nicholas  Moriarty 
Division  of  Research  Grants 
National  Institutes  of  Health 
Bethesda,  Maryland  20205 

Telephone:  (301)  496-7221 

Applicants  for  new  (competing)  RCDAs  should  continue  to  use  the  current  additional 
instructions  booklet. 
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ANNOUNCEMENT 

BIOMEDICAL  RESEARCH  SUPPORT  GRANT  APPLICATIONS 

FOR  FISCAL  YEAR  1983 

DIVISION  OF  RESEARCH  RESOURCES 


Application  Receipt  Date:  January  1,  1983 


I.  BACKGROUND 

The  Biomedical  Research  Support  Grant  (BRSG)  Program  is  specifically  designed  to 
provide  funds  on  a continuing  basis  to  eligible  institutions  heavily  engaged  in 
health-related  research  to  strengthen  their  programs  by  allowing  flexibility 
available  to  the  institutions  to  meet  emerging  opportunities  in  research;  to  explore 
new  and  unorthodox  ideas;  and  to  use  these  research  funds  in  ways  and  purposes 
which  they  (the  institutions),  in  their  judgment,  feel  would  contribute  effectively  to 
the  furtherance  of  their  research  program. 

II.  ELIGIBILITY 

Awards  are  made  to  non-profit  institutions,  not  directly  to  individual 
investigators.  Health  professional  schools,  other  academic  institutions,  hospitals, 
state  and  municipal  health  agencies,  and  research  organizations  may  apply  if  the 
institution  received  a minimum  of  three  allowable  PHS  biomedical  or  health- 
related  behavioral  research  grants,  totaling  $500,000  (including  direct  and  indirect 
costs),  awarded  during  FY  1982  (October  1,  1981  through  September  30,  1982). 
Federal  institutions  and  institutions  located  in  a foreign  country  are  not  eligible. 

NOTE:  Other  academic  includes,  as  a single  eligible  component,  all  other 

schools,  departments,  colleges  and  free-standing  institutes  of  the 
institution  except  the  health  professional  schools. 

III.  AWARD  CONDITIONS 

The  BRSG  award  is  for  one  year  and  must  be  renewed  annually.  The  start  date  is 
April  1.  It  is  estimated  that  approximately  420  BRSG  awards  will  be  made  in  FY 
1983. 


The  BRSG  program  is  described  in  the  catalog  of  Federal  Domestic  Assistance,  No. 
13.337,  Biomedical  Research  Support.  Grants  will  be  awarded  under  the  authority  of  the 
Public  Health  Service  Act,  Section  301  (a)  (3);  Public  Law  86-798,  (42  USC  241)  and 
administered  under  PHS  grant  policies  and  Federal  Regulations  45  CFR  Part  74  and  the 
Biomedical  Research  Support  Grant  Information  Statement  and  Administrative 
Guidelines.  This  program  is  not  subject  to  A-95  Clearinghouse  of  Health  Systems  Agency 
review. 
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The  amount  of  each  BRSG  award  is  based  upon  a formula  that  is  applied  to  the 
total  of  direct  and  indirect  costs  awarded  for  allowable  PHS  research  grants. 

IV.  METHOD  OF  APPLYING 

BRSG  application  kits  (Form  NIH-147-1)  will  be  mailed  on  or  about  November  26  to 
institutions  that,  according  to  NIH  records,  are  eligible  to  apply  for  a BRSG. 

Completed  BRSG  applications  must  be  received  by  January  1,  1983. 

If  an  institution  believes  that  it  is  eligible  and  has  not  received  an  application  kit 
by  December  6,  call  Mrs.  Gilda  Polletto,  Grants  Management  Specialist,  Area 
Code:  (301)  496-5131. 
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ANNOUNCEMENT 


SMALL  GRANTS  PROGRAM  FOR  PILOT  PROJECTS 

BIOTECHNOLOGY  RESOURCES  PROGRAM 

DIVISION  OF  RESEARCH  RESOURCES 


Application  Receipt  Dates:  February  1,  June  1,  October  1 


The  Biotechnology  Resources  Program  (BRP)  of  the  Division  of  Research  Resources 
(DRR)  has  initiated  a small  grant  award  beginning  with  the  February  1 application 
receipt  date  in  1983.  The  BRP  expects  to  make  approximately  ten  to  twenty  awards  for 
Fiscal  Year  1983,  contingent  on  receipt  of  meritorious  applications  and  appropriated 
funds. 

I.  PURPOSE  OF  THE  AWARD 

This  is  a one-year,  non-renewable  award  for  pilot  projects  in  high  technology  and 
engineering  related  to  biomedical  research.  The  projects  should  involve  feasibility 
studies  of  innovative  and  high-risk  ideas  and  provide  a basis  for  more  extended 
research  in  the  project's  technology. 

The  purpose  of  the  Biotechnology  Resources  small  grants  program  is  to: 

1.  Enable  examination  of  a new  technology  for  its  usefulness  in  biomedical 
research;  or 

2.  Develop  significant  changes  in  existing  technology  important  to 
biomedical  research;  or 

3.  Translate  scientific  notions  into  a basis  for  a future  technology. 

II.  ELIGIBLE  APPLICANTS 

This  program  is  open  to  both  non-profit  and  for-profit  organizations  and  is  designed 
to  support: 

1.  Engineers  and  other  scientists  with  experience  primarily  in  fields  other 
than  biomedical  research.  (The  BRP  has  a New  Investigator  Research 
Award  program  for  recently  trained  or  less  experienced  scientists.) 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.371, 
Biotechnology  Research.  Awards  will  be  made  under  the  authority  of  the  Public  Health 
Service  Act,  Title  III,  Section  301  (Public  Law  7 8-4 10,  as  amended;  42  USC  241)  and 
administered  under  PHS  grant  policies  and  Federal  Regulations  42  CFR  Part  52  and  42 
CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems 
Agency  review. 
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2.  Investigators  whose  research  career  in  high  technology  has  been 
interrupted  and  is  to  be  resumed. 

3.  Investigators  changing  field  of  research. 

4.  Investigators  at  minority  institutions  or  located  in  a largely  non- 
research environment  such  as  a small  business. 

3.  Established  investigators  needing  quick  support  for  a high  technology 
proposal  for  which  no  other  funds  are  available. 

The  award  may  not  be  used  to  supplement  support  for  an  ongoing  project. 

III.  APPLICATION  AND  REVIEW  PROCEDURE 


Applications  shall  be  submitted  on  Form  PHS  398,  available  at  most  institutional 
business  offices  or  from  the  Division  of  Research  Grants,  NIH.  Because  the  format 
for  preparing  this  application  is  different  from  that  used  for  regular  research 
grants,  additional  information  and  instructions  should  be  obtained  from  BRP  staff 
contact  listed  below.  Applications  must  adhere  to  this  format  to  be  responsive. 
Unresponsive  applications  will  be  returned  to  the  applicant  without  review.  An 
accelerated  review  will  be  scheduled  as  follows: 


Receipt  Date 
Annually 


Institute  Committee 
Review 


Council 

Review 


February  1 
June  1 
October  1 


March  - April  May-June 

July  - September  Sept -Oct 

November  - January  Jan  - Feb 


Earliest  Date 
for  Funding 

June 

November 

February 


Applications  recommended  for  approval  will  either  be  funded  or  withdrawn 
immediately  after  review  by  the  National  Advisory  Research  Resources  Council. 

IV.  REVIEW  CRITERIA 


Applications  will  be  evaluated  with  respect  to  the  following  criteria:  The 
significance  and  scientific  merit  of  the  proposed  project;  its  characterization  as  an 
innovative  and  high-risk  pilot  project  in  high  technology  or  engineering  which  is 
relevant  to  biomedical  research  and  will  provide  a basis  for  more  extended 
research;  the  methodology,  including  choice  of  experimental  methods,  equipment  or 
materials;  the  investigator's  background  and  training  for  carrying  out  the  project; 
adequacy  of  the  available  and  requested  facilities;  and  the  adequacy  of 
justifications  presented  for  budget  requests. 

V.  FUNDING  CRITERIA 

Applications  will  compete  with  each  other  in  accordance  with  scientific  merit  and 
the  purposes  of  the  small  grant  program. 

VI.  TERMS  OF  THE  AWARD 

The  award  will  provide  a maximum  of  $13,000  (direct  costs)  for  personnel  i 
consultants,  supplies,  small  equipment,  and  travel  required  by  the  project. 
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VII.  STAFF  CONTACT 

For  further  information  prospective  applicant  are  strongly  urged  to  contact: 

Dr.  William  R.  Baker,  Jr. 

Special  Assistant  for  Biomedicai  Engineering 

Biotechnology  Resources  Program 

Division  of  Research  Resources 

National  Institutes  of  Health 

Building  31  - Room  5B43 

9000  Rockville  Pike 

Bethesda,  Maryland  20205 

Telephone:  (301)  496-5411 
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ANNOUNCEMENT 

GENETIC  SEQUENCE  DATA  BANK 

NATIONAL  INSTITUTE  OF  GENERAL  MEDICAL  SCIENCES 


The  National  Institute  of  General  Medical  Sciences  (NIGMS)  announces  the 
international  availability  of  a new  public  resource,  the  Genetic  Sequence  Data 
Bank  (GenBank).  GenBank  is  a repository  of  all  published  nucleic  acid  sequences 
greater  than  fifty  nucleotides  in  length,  annotated  and  checked  for  accuracy.  This 
resource,  co-sponsored  by  the  NIGMS,  National  Cancer  Institute,  National 
Institute  of  Allergy  & Infectious  Diseases,  Division  of  Research  Resources 
Department  of  Energy,  Department  of  Defense  and  the  National  Science 
Foundation,  is  of  particular  interest  to  geneticists  and  molecular  biologists 
Nucleic  acid  sequences  are  available  from  the  bank  for  a modest  fee  on  computei 
readable  magnetic  tape  and  by  limited  dial-up  on-line  access.  In  addition,  a yearl) 
hard-copy  edition  of  the  data  bank  will  be  available. 

For  information  write: 


GenBank 

c/o  Computer  Systems  Division 
Bold  Beranek  & Newman,  Inc. 

10  Moulton  Street 
Cambridge,  Massachusetts  02238 
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ANNOUNCEMENT 

RESEARCH  GRANTS  ON  SMALL  ANIMAL  MODELS 

FOR  SCREENING  ANTIEPILEPTIC  DRUGS 

NATIONAL  INSTITUTE  OF  NEUROLOGICAL  AND  COMMUNICATIVE 
DISORDERS  AND  STROKE 


Application  Receipt  Dates:  March  1,  July  1,  November  1 


I.  INTRODUCTION 

The  Epilepsy  Branch,  Neurological  Disorders  Program  of  the  National  Institute  of 
Neurological  and  Communicative  Disorders  and  Stroke  (NINCDS),  encourages  the 
submission  of  research  grant  applications  (ROl)  for  the  development  of  small 
animal  models  to  be  used  in  the  screening  of  antiepileptic  drugs. 

II.  BACKGROUND 

Even  though  more  than  2 million  Americans  currently  suffer  from  epilepsy,  the 
development  of  effective  yet  nontoxic  antiepileptic  drugs  has  proceeded  slowly.  In 
1977,  the  Commission  for  the  Control  of  Epilepsy  and  its  Consequences 
recommended  continued  Federal  funding  for  new  drug  development  and  advised  the 
expansion  of  animal  screening  for  potential  antiepileptic  drugs.  To  keep  pace  with 
the  development  of  new  concepts  in  epileptogenesis,  there  needs  to  be  a concerted 
long-range  effort  by  the  scientific  community  to  provide  new,  easily  used  models  of 
modest  cost  for  screening  potential  anticonvulsants.  Current  seizure  models 
evaluate  drug  effects  on  the  spread  of  seizures  induced  by  maximum  electroshock 
(MES)  and  on  seizure  threshold  when  the  threshold  is  lowered  by  subcutaneous 
pentylenetetrazol.  These  tests  have  not  changed  substantially  since  their 
development  nearly  50  years  ago.  Despite  the  fact  that  they  are  inexpensive,  easy 
to  do,  and  can  be  standardized,  there  is  increasing  uncertainty  about  the 
relationships  between  the  models  and  modern  concepts  of  epileptogenesis.  The 
current  models  therefore  may  potentially  impede  progress  by  not  detecting  a 
promising  useful  drug.  False  negatives  may  cause  a whole  class  of  compounds  to  be 
set  aside  and  never  identified  as  having  therapeutic  potential.  The  Epilepsy 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.854, 
Fundamental  Neurosciences.  Awards  will  be  made  under  the  authority  of  the  Public 
Health  Service  Act,  Title  III,  Section  301  (Public  Law  78-410,  as  amended;  42  USC  241) 
and  administered  under  PHS  grants  policies  and  Federal  Regulations  42  CFR  Part  52  and 
45  CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems 
Agency  review. 
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Branch,  neurological  Disorders  Program,  NINCDS,  encourages  the  submission  of 
applications  for  the  support  of  basic  research  on  development  of  new  animal  models 
specifically  for  the  screening  of  antiepileptic  drugs. 

III.  RESEARCH  GOALS 

It  is  recognized  that  good  animal  models  expedite  research  by  permitting  drugs  to 
be  tested  with  the  confidence  that  results  can  be  extrapolated  accurately  to 
humans.  The  ideal  model  for  testing  the  effects  of  antiepileptic  drugs  would  be  one 
that  closely  approximates  human  epilepsy,  is  simple  and  inexpensive,  and  from 
which  results  could  be  obtained  easily  and  quickly.  Several  existing  methods  of 
inducing  seizures  may  be  potentially  useful  for  the  development  of  models  of 
epilepsy  for  evaluation  of  anticonvulsant  drugs.  Research  grant  applications  should 
focus  on  validation  of  the  relationship  of  seizure  models  to  human  epilepsy  and 
demonstration  that  the  animal  models  are  accurate,  reproducible,  and  sensitive  to  a 
variety  of  drugs  and  compounds.  The  primary  research  goal  therefore  is  the 
development  of  models  which  1)  lend  themselves  to  rapid  and  inexpensive  screening 
of  new  antiepileptic  drugs;  2)  have  a validity  for  seizures  in  man;  3)  are  superior  to 
the  standard  assays  already  in  use;  and  4)  are  capable  of  predicting  anticonvulsant 
activity  for  one  or  more  of  the  specific  types  of  seizures  in  man.  To  validate  the 
model,  it  must  be  demonstrated  that  1)  electrographic  studies  show  the  presence  of 
epileptic-like  activity  in  the  EEG,  and  2)  clinical  seizure  activity  is  observable. 

IV.  MECHANISMS  OF  SUPPORT 

Support  for  this  program  will  be  through  the  regular  research  project  grant-in-aid. 
Each  successful  applicant  will  plan,  direct,  and  carry  out  the  individual  research 
project. 

V.  APPLICATION  AND  REVIEW  PROCEDURES 

Applications  should  be  prepared  on  form  PHS  398  (Revised  5/80)  following 
instructions  contained  in  the  application  kit.  Application  kits  are  available  from 
most  institutional  business  offices,  or  may  be  obtained  from  the  Division  of 
Research  Grants,  at  the  address  given  below. 

Applications  must  be  responsive  to  the  program  announcement  and  the  goals  of 
NINCDS.  They  will  be  judged  on  scientific  merit  and  program  relevance  in 
accordance  with  NIH  policy  and  procedures  involving  peer  review.  An  initial 
review  will  be  made  by  an  appropriate  study  section  of  the  Division  of  Research 
Grants.  A second  level  of  review  will  be  made  by  the  National  Advisory 
Neurological  and  Communicative  Disorders  and  Stroke  Council. 

Deadline  dates  for  the  receipt  of  applications  are  March  1,  July  1,  and  November  1 
annually. 

The  phrase  "NINCDS  Program  Announcement  for  Small  Animal  Models  for 
Screening  Antiepileptic  Drugs"  should  be  typed  in  space  No.  2 of  the  face  page  of 
the  application.  The  original  and  six  copies  of  the  application  should  be  mailed  to: 

Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 
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One  copy  of  the  application  is  to  be  sent  to  the  addressee  below.  Also,  for  further 
information  applicants  may  contact: 

William  H.  Pitlick,  M.D. 

Health  Scientist  Administrator 
Epilepsy  Branch 

Neurological  Disorders  Program 
National  Institute  of  Neurological  and 
Communicative  Disorders  and  Stroke 
Federal  Building  - Room  118 
7550  Wisconsin  Avenue 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-1917 
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ANNOUNCEMENT 

USE  OF  GROWTH  FACTORS.  MATURATION  FACTORS  AND 

ANTI-GROWTH  FACTORS  IN  ANIMAL  TUMOR  MODELS 

BIOLOGICAL  RESPONSE  MODIFIERS  RESEARCH 

NATIONAL  CANCER  INSTITUTE 


Application  Receipt  Dates:  March  1,  July  1,  November  1 


The  National  Cancer  Institute's  (NCI)  Division  of  Cancer  Treatment  (DCT)  desires  to 
expand  its  support  of  clinical  treatment  research.  The  program  is  seeking  applications 
for  research  grants  concerned  with  the  therapeutic  effects  of  growth  factors,  maturation 
factors,  and  monoclonal  antibody  to  growth  factors  on  the  growth  and  metastasis  of 
cancer  in  animal  tumor  models.  In  making  this  program  announcement  it  is  not  the 
intent  of  the  NCI  to  make  or  imply  any  delimitation  related  to  biological  response 
modifiers  research,  but  rather  to  stimulate  investigator  initiated  research  in  biological 
response  modifiers. 

Applications  in  response  to  this  announcement  will  be  reviewed  in  accordance  with  the 
usual  National  Institutes  of  Health  (NIH)  peer  review  procedures.  They  will  first  be 
reviewed  for  scientific  and  technical  merit  by  a review  group  composed  mostly  of  non- 
Federal  scientific  consultants.  Following  this  initial  review,  the  application  will  be 
evaluated  for  program  relevance  by  the  National  Cancer  Advisory  Board.  The  review 
criteria  customarily  employed  by  the  NIH  for  regular  research  grant  applications  will 
prevail. 

DEADLINE 

Applications  will  be  accepted  in  accordance  with  the  usual  NIH  receipt  dates  for  new 
applications.  Deadline  dates  are:  March  1,  July  1,  November  1. 

METHOD  OF  APPLYING 

Applications  should  be  submitted  on  form  PHS  398,  which  is  available  in  the  grants  and 
contracts  business  office  at  most  academic  and  research  institutions  or  from  the  Division 
of  Research  Grants  (DRG),  NIH.  In  space  #2  on  the  first  page  of  this  form,  indicate  the 
title  of  the  Program  Announcement. 


This  program  is  described  in  the  catalog  of  Federal  Domestic  Assistance  No.  13.395, 
Cancer  Treatment  Research.  Awards  will  be  made  under  the  authority  of  the  Public 
Health  Service  Act,  Title  III,  Section  301  (Public  Law  78-410,  as  amended;  42  USC  241) 
and  administered  under  PHS  grant  policies  and  Federal  Regulations  42  CFR  Part  52  and 
45  CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems 
Agency  review. 
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Additionally,  a brief  covering  letter  should  accompany  the  application  indicating  it  is 
being  submitted  in  response  to  this  program  announcement.  The  original  and  six  copies 
of  the  application  should  be  sent  or  delivered  to: 

Application  Receipt  Office 
Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
Bethesda,  Maryland  20205 

For  further  information,  investigators  are  encouraged  to  contact: 

Dr.  Cedric  W.  Long 
Program  Director  for  Pre-Clinical 
Trials,  BRB,  BRMP 
Building  426  - Room  1 
Frederick  Cancer  Research  Facility 
Frederick,  Maryland  21701 

Telephone:  (301)  695-1098 

In  order  to  alert  the  DCT  to  the  submission  of  proposals  with  primary  thrust  directed  to 
biological  response  modifiers  research,  a copy  of  the  covering  letter  should  be  sent  under 
separate  cover  to  Dr.  Long. 


ANNOUNCEMENT 


DEVELOPMENT  OF  GENETICALLY  ENGINEERED  CELL  PRODUCTS 

BIOLOGICAL  RESPONSE  MODIFIERS  RESEARCH 

NATIONAL  CANCER  INSTITUTE 


Application  Receipt  Dates:  March  1,  July  1,  November  1 


The  National  Cancer  Institute's  (NCI)  Division  of  Cancer  Treatment  (DCT)  desires  to 
expand  its  support  of  clinical  treatment  research.  The  program  is  seeking  applications 
for  research  grants  concerned  with  the  development  of  genetically  engineered  ceil 
products  for  therapeutic  application  as  biological  response  modifiers.  This  announcement 
will  support  diverse  approaches  into  the  use  of  genetic  engineering  to  transpose  genes 
coding  for  biological  response  modifiers  such  as  interferons,  lymphokines,  growth  factors 
and  other  gene  products  into  microbial  organisms  for  a large  scale  production,  isolation, 
purification  and  characterization  of  these  factors  for  therapeutic  application  as 
biological  response  modifiers.  In  making  this  program  announcement  it  is  not  the  intent 
of  the  NCI  to  make  or  imply  any  delimitation  related  to  biological  response  modifiers 
research,  but  rather  to  stimulate  investigator  initiated  research  in  biological  response 
modifiers. 

Applications  in  response  to  this  announcement  will  be  reviewed  in  accordance  with  the 
usual  National  Institutes  of  Health  (NIH)  peer  review  procedures.  They  will  first  be 
reviewed  for  scientific  and  technical  merit  by  a review  group  composed  mostly  of  non- 
Federal  scientific  consultants.  Following  this  initial  review,  the  application  will  be 
evaluated  for  program  relevance  by  the  National  Cancer  Advisory  Board.  The  review 
criteria  customarily  employed  by  the  NIH  for  regular  research  grant  applications  will 
prevail. 

DEADLINE 

Applications  will  be  accepted  in  accordance  with  the  usual  NIH  receipt  dates  for  new 
applications.  Deadline  dates  are:  March  1,  July  1,  November  1. 

METHOD  OF  APPLYING 

Applications  should  be  submitted  on  form  PHS  398,  which  is  available  in  the  grants  and 
contracts  business  office  at  most  academic  and  research  institutions  or  from  the  Division 
of  Research  Grants  (DRG)  NIH.  In  space  #2  on  the  first  page  of  this  form,  indicate  the 
title  of  the  program  announcement. 


This  program  is  described  in  the  catalog  of  Federal  Domestic  Assistance  No.  13.395, 
Cancer  Treatment  Research.  Awards  will  be  made  under  the  authority  of  the  Public 
Health  Service  Act,  Title  III,  Section  301  (Public  Law  78-410,  as  amended;  42  USC  241) 
and  administered  under  PHS  grant  policies  and  Federal  Regulations  42  CFR  Part  52  and 
45  CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems 
Agency  review. 


NIH  GUIDE  FOR  GRANTS  AND  CONTRACTS 

Vol.  11,  No.ll,  October  8,  1982 


15 


Additionally,  a brief  covering  letter  should  accompany  the  application  indicating  it  is 
being  submitted  in  response  to  this  program  announcement.  The  original  and  six  copies 
of  the  application  should  be  sent  or  delivered  to: 

Application  Receipt  Office 
Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
Bethesda,  Maryland  20205 

For  further  information,  investigators  are  encouraged  to  contact: 

Dr.  Cedric  W.  Long 
Program  Director  for  Pre-Clinical 
Trials,  BRB,  BRMP 
Building  426  - Room  1 
Frederick  Cancer  Research  Facility 
Frederick,  Maryland  21701 

Telephone  (301)  695-1098 

In  order  to  alert  the  DCT  to  the  submission  of  proposals  with  primary  thrust  directed  to 
biological  response  modifiers  research,  a copy  of  the  covering  letter  should  be  sent  under 
separate  cover  to  Dr.  Long. 
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ANNOUNCEMENT 


USE  OF  TUMOR  ASSOCIATED  ANTIGENS  AS  IMMUNOGENS 

BIOLOGICAL  RESPONSE  MODIFIERS  RESEARCH 

NATIONAL  CANCER  INSTITUTE 


Application  Receipt  Dates:  March  1,  July  1,  November  1 


The  National  Cancer  Institute's  (NCI),  Division  of  Cancer  Treatment  (DCT),  desires  to 
expand  its  support  of  clinical  treatment  research.  The  program  is  seeking  applications 
for  research  grants  concerned  with  the  development  of  methods  of  immunization  that 
evoke  effective  in  vivo  anti-tumor  immunity  using  purified  tumor  associated  antigens  as 
immunogens.  Isolation  of  tumor  associated  antigens  is  now  possible  using  monoclonal 
antibodies.  There  is  considerable  uncertainty,  however,  how  best  to  administer  purified 
antigens  vivo  to  evoke  effective  anti-tumor  immunity.  Certain  antigens  may 
facilitate  and  others  may  inhibit  tumor  growth  and  metastases.  The  proposed  studies 
should  investigate  this  issue  in  both  normal  and  tumor  bearing  animals  using  purified 
antigens  as  therapeutic  agents.  Preference  will  be  given  to  non-viral  tumor  associated 
antigens  on  recently  derived  spontaneous  or  chemically  induced  fully  syngeneic  tumors 
although  consideration  will  be  given  to  viral  coded  tumor  antigens  and  even  normal  cell 
surface  alloantigens  as  model  antigens.  The  use  of  various  immunization  schedules  and 
adjuvants  in  therapy  models  with  detailed  monitoring  of  the  host  cellular  and  immune 
responses  will  be  required.  These  studies  must  be  directed  toward  optimizing  the 
therapeutic  effects  of  these  antigens  in_  vivo  as  demonstrated  by  protection  studies 
against  subsequent  tumor  growth.  Proposals  to  investigate  monoclonal  antibody  purified 
tumor  associated  antigens  as  therapeutic  reagents  in  man  may  also  be  submitted.  As  in 
the  animal  models,  homogenous  preparations  of  high  purity  are  preferred  for  these 
investigations.  End  points  may  be  assessed  by  vitro  assays  or  by  iin  vivo  therapeutic 
effects.  In  making  this  program  announcement  it  is  not  the  intent  of  the  National 
Cancer  Institute  to  make  or  imply  any  delimitation  related  to  biological  response 
modifiers  research,  but  rather  to  stimulate  investigator  initiated  research  in  biological 
response  modifiers. 

Applications  in  response  to  this  announcement  will  be  reviewed  in  accordance  with  the 
usual  National  Institutes  of  Health  (NIH)  peer  review  procedures.  They  will  first  be 
reviewed  for  scientific  and  technical  merit  by  a review  group  composed  mostly  of  non- 
Federal  scientific  consultants.  Following  this  initial  review,  the  application  will  be 


This  program  is  described  in  the  catalog  of  Federal  Domestic  Assistance  No.  13.395, 
Cancer  Treatment  Research.  Awards  will  be  made  under  the  authority  of  the  Public 
Health  Service  Act,  Title  III,  Secion  301  (Public  Law  78-410,  as  amended;  42  USC  241) 
and  administered  under  PHS  grant  policies  and  Federal  Regulations  42  CFR  Part  52  and 
45  CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems 
Agency  review. 
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evaluated  for  program  relevance  by  the  National  Cancer  Advisory  Board.  The  review 
criteria  customarily  employed  by  the  NIH  for  regular  research  grant  applications  will 
prevail. 

DEADLINE 

Applications  will  be  accepted  in  accordance  with  the  usual  NIH  receipt  dates  for  new 
applications.  Deadline  dates  are  March  1,  Ouly  1,  November  1. 

METHOD  OF  APPLYING 

Applications  should  be  submitted  on  form  PHS  398,  which  is  available  in  the  grants  and 
contracts  business  office  at  most  academic  and  research  institutions  or  from  the  Division 
of  Research  Grants  (DRG),  NIH.  In  space  #2  on  the  first  page  of  this  form,  indicate  the 
title  of  the  program  announcement. 

Additionally,  a brief  covering  letter  should  accompany  the  application  indicating  it  is 
being  submitted  in  response  to  this  program  announcement.  Tne  original  and  six  copies 
of  the  application  should  be  sent  or  delivered  to: 

Application  Receipt  Office 
Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
Bethesda,  Maryland  20205 

For  further  information,  investigators  are  encouraged  to  contact: 

Dr.  Cedric  W.  Long 
Program  Director  for  Pre-Clinical 
Trials,  BRB,  BRMP 
Building  426  - Room  1 
Frederick  Cancer  Research  Facility 
Frederick,  Maryland  21701 

Telephone:  (301)  695-1098 

In  order  to  alert  the  DCT  to  the  submission  of  proposals  with  primary  thrust  directed  to 
biological  response  modifiers  research,  a copy  of  the  covering  letter  should  be  sent  under 
separate  cover  to  Dr.  Long. 
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ANNOUNCEMENT 

DEVELOPMENT  OF  CELL  LINES  PRODUCING  LYMPHOKINES 

AND  CYTOKINES 

BIOLOGICAL  RESPONSE  MODIFIERS  RESEARCH 

NATIONAL  CANCER  INSTITUTE 

Application  Receipt  Dates:  March  1,  July  1,  November  1 


The  National  Cancer  Institute's  (NCI),  Division  of  Cancer  Treatment  (DCT),  desires  to 
expand  its  support  of  clinical  treatment  research.  The  program  is  seeking  applications 
for  research  grants  concerned  with  the  development  of  cell  lines  producing  lymphokines 
and  cytokines  with  therapeutic  effects  as  biological  response  modifiers.  This 
announcement  will  encourage  research  in  the  development  of  such  cell  lines  and  the 
development  of  methods  to  isolate,  purify  and  characterize  the  therapeutic  potential  of 
the  various  products  of  these  cell  lines  in  appropriate  test  systems.  These  products  may 
have  a potential  longterm  usefulness  in  the  treatment  of  cancer  and/or  in  the  alteration 
of  biological  responses  in  the  course  of  cancer.  In  making  this  program  announcement  it 
is  not  the  intent  of  the  NCI  to  make  or  imply  any  delimitation  related  to  biological 
response  modifiers  research,  but  rather  to  stimulate  investigator  initiated  research  in 
biological  response  modifiers. 

Applications  in  response  to  this  announcement  will  be  reviewed  in  accord  with  the  usual 
NIH  peer  review  procedures.  They  will  first  be  reviewed  for  scientific  and  technical 
merit  by  a review  group  composed  mostly  of  non-Federal  scientific  consultants. 
Following  this  initial  review,  the  application  will  be  evaluated  for  program  relevance  by 
the  National  Cancer  Advisory  Board.  The  review  criteria  customarily  employed  by  the 
NIH  for  regular  research  grant  applications  will  prevail. 

DEADLINE 

Applications  will  be  accepted  in  accordance  with  the  usual  NIH  receipt  dates  for  new 
applications.  Deadline  dates  are  March  1,  July  1,  November  1. 


This  program  is  described  in  the  catalog  of  Federal  Domestic  Assistance  No.  13.395, 
Cancer  Treatment  Research.  Awards  will  be  made  under  the  authority  of  the  Public 
Health  Service  Act,  Title  III,  Section  301  (Public  Law  78-410,  as  amended;  42  USC  241) 
and  administered  under  PHS  grant  policies  and  Federal  Regulations  42  CFR  Part  52  and 
45  CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems 
Agency  review. 
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METHOD  OF  APPLYING 

Applications  should  be  submitted  on  form  PHS  398,  which  is  available  in  the  grants  and 
contracts  business  office  at  most  academic  and  research  institutions  or  from  the  Division 
of  Research  Grants  (DRG),  NIH. 

In  space  //2  on  the  first  page  of  this  form,  indicate  the  title  of  the  program 
announcement. 

Additionally,  a brief  covering  letter  should  accompany  the  application  indicating  it  is 
being  submitted  in  response  to  this  program  announcement.  The  original  and  six  copies 
of  the  application  should  be  sent  or  delivered  to: 

Application  Receipt  Office 
Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
Bethesda,  Maryland  20205 

For  further  information,  investigators  are  encouraged  to  contact: 

Dr.  Cedric  W.  Long 
Program  Director  for  Pre-Clinical 
Trials,  BRB,  BRMP 
Building  426  - Room  1 
Frederick  Cancer  Research  Facility 
Frederick,  Maryland  21701 

Telephone:  (301)  695-1098 

In  order  to  alert  the  DCT  to  the  submission  of  proposals  with  primary  thrust  directed  to 
biological  response  modifiers  research,  a copy  of  the  covering  letter  should  be  sent  under 
separate  cover  to  Dr.  Long. 
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NOTICE 


SMALL  BUSINESS  INNOVATIVE  RESEARCH  (SBIR)  PROGRAM 

SMALL  BUSINESS  INNOVATION  DEVELOPMENT  ACT  OF  1982  (P.L.  97-219) 

PUBLIC  HEALTH  SERVICE 


P.L.  97-219,  an  amendment  to  the  Small  Business  Act,  requires  agencies  of  the  Public 
Health  Service  (PHS)  and  certain  other  federal  agencies  to  set  aside  a specified  amount 
of  their  research  and  development  (R&D)  budgets  for  a Small  Business  Innovative 
Research  (SBIR)  Program.  This  legislation  is  intended  to: 

o stimulate  technological  innovation; 

o use  small  business  to  meet  federal  research  and  development  needs; 
o increase  private  sector  commercialization  of  innovations  derived  from  federal 
research  and  development;  and 

o foster  and  encourage  participation  by  minority  and  disadvantaged  persons  in 
technological  innovation. 

PHS  agencies/offices  participating  in  the  SBIR  Program  include  the  National  Institutes  of 
Health  (NIH),  the  Alcohol,  Drug  Abuse,  and  Mental  Health  Administration  (ADAMHA), 
the  Centers  for  Disease  Control  (CDC),  the  Food  and  Drug  Administration  (FDA),  the 
National  Center  for  Health  Services  Research  (NCHSR),  and  the  Office  of  Adolescent 
Pregnancy  Programs  (OAPP).  NIH  accounts,  however,  for  approximately  94%  of  the 
SBIR  set-aside  funds  in  PHS. 

For  purposes  of  the  SBIR  Program,  a "small  business"  is  any  organization  that  is 
independently  owned  and  operated  for  profit,  not  dominant  in  the  field  in  which  it  is 
operating  and  meets  the  size  standard  of  500  or  fewer  employees. 

"Research"  or  "research  and  development,"  when  used  in  reference  to  the  missions  of  the 
PHS  agencies,  refers  to  (a)  a systematic  study  directed  toward  greater  knowledge  or 
understanding  relevant  to  improving  human  health  and  well-being;  (b)  a systematic  study 
directed  specifically  toward  applying  new  knowledge  to  meet  a recognized  health  need; 
or  (c)  a systematic  application  of  knowledge  toward  the  production  of  useful  materials, 
devices,  and  systems  or  methods,  including  design,  development  and  improvement  of 
prototypes  and  new  processes  to  meet  specific  requirements  in  the  health  area. 

IMPLEMENTATION  OF  THE  SBIR  PROGRAM 

The  SBIR  Program  of  the  PHS  will  consist  of  the  following  three  phases: 

Phase  I:  establishing  the  technical  merit  and  feasibility  of  R&D  ideas  which  may 
ultimately  lead  to  commercial  products  or  services  in  the  health  area.  This  phase  must 
precede  the  submission  of  Phase  II  requests  for  funding. 

Phase  II:  in-depth  development  of  proposed  R&D  ideas  that  are  likely  to  result  in 
commercial  products  or  services,  with  special  consideration  given  to  proposals 
demonstrating  prospective  private  capital  commitments  for  commercial  applications. 
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Phase  III:  only  where  appropriate,  the  involvement  of  private  capital  for 

commercializing  the  results  of  R&D  funded  by  a federal  agency,  or  the  involvement  of 
non-SBIR  funded  contracts  with  a federal  agency  for  products  or  orocesses  intended  for 
use  by  the  U.S.  government. 

The  Public  Health  Service  (PHS)  wishes  to  identify  small  businesses  that  may  have  the 
expertise  to  contribute  to  the  R&D  mission  of  these  agencies.  Small  business  firms 
which  believe  that  they  have  such  capabilities  should  contact  the  office  indicated 
below.  A solicitation  for  grant  applications  will  be  available  shortly  which  will  provide 
detailed  information  on  implementation  of  the  SBIR  Program,  grant  application  and 
review  procedures,  and  the  R&D  needs  of  the  agencies  which  lend  themselves  to 
performance  by  small  businesses.  SBIR  solication  for  R&D  contract  proposals  relevant  to 
specific  agency  requirements  will  be  announced  at  a later  date. 

Small  businesses  interested  in  contracts  for  R&D  support  services,  as  distinct  from  R&D 
per  se,  should  pursue  opportunities  through  the  regular  small  and  small  disadvantaged 
business  set-aside  programs.  PHS  agencies  will  continue  to  entertain  responses  to 
competitive  contract  solicitations  from  the  small  business  sector  in  program  areas  not 
covered  by  SBIR  Program  Solicitations. 

Small  Business  Conference 


The  PHS  invites  the  participation  of  small-business  R&D  firms  in  a conference  to  be  held 
at  NIH  in  early  February  1983.  The  purpose  of  the  conference  will  be  to  discuss  agency 
implementation  of  the  SBIR  Program  and  to  offer  an  opportunity  for  small-business 
scientists  to  discuss  R&D  needs  with  PHS  program  staff. 

If  you  are  interested  in  receiving  a copy  of  the  Program  Solicitation  of  a given  PHS 
agency  and/or  attending  the  Small  Business  Conference,  please  contact: 

Office  of  Grants  Inquiries 
Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  449 
Bethesda,  Maryland  20205 
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NOTICE 


SMALL  GRANT  APPLICATIONS 

ALCOHOL,  DRUG  ABUSE,  AND  MENTAL  HEALTH  ADMINISTRATION 


The  Alcohol,  Drug  Abuse,  and  Mental  Health  Administration  urges  prospective  small 
grant  applicants  to  give  careful  attention  to  the  following: 

1.  Obtain  special  information  and  instructions  for  preparation  of  the  application 
from  the  appropriate  institute,  e.g.,  National  Institute  of  Mental  Health 
(NIMH),  National  Institute  on  Alcohol  Abuse  and  Alcoholism  (NIAAA),  and 
National  Institute  on  Drug  Abuse  (NIDA). 

2.  Clearly  identify  the  mailing  envelope  as  containing  an  ADAMHA  SMALL 
GRANT  APPLICATION 

3.  Do  not  package  with  other  types  of  applications. 

4.  Submit  the  application  to  the  Division  of  Research  Grants  (DRG)  as  early  as 
possible. 

Adherence  to  the  above  should  facilitate  prompt  processing  of  the  applications. 


ERRATUM 


N1GMS  SHARED  INSTRUMENTATION  GRANTS 
NATIONAL  INSTITUTE  OF  GENERAL  MEDICAL  SCIENCES 


An  Announcement  in  the  November  5,  1982,  NIH  Guide  for  Grants  and  Contracts  (Vol.  11, 
No.  12)  printed  on  page  13,  from  the  National  Institute  of  General  Medical  Sciences,  had 
an  error  in  the  Institute's  name.  The  correct  name  for  the  Institute  is  the  NATIONAL 
INSTITUTE  OF  GENERAL  MEDICAL  SCIENCES. 
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NOTICE 


INDIVIDUAL  NRSA  APPLICATION  FORMS  PHS  416-1  AND  PHS  416-9 
DIVISION  OF  RESEARCH  GRANTS 


The  new  competing  Individual  National  Research  Service  Award  (NRSA)  Application 
Form  (PHS  416-1,  revised  12/81  and  announced  in  the  NIH  Guide  for  Grants  and 
Contracts,  Vol.  11,  No.  11,  October  8,  1982,  is  now  available.  Copies  of  this  form  may  be 
obtained  by  writing  to: 


Chief,  Office  Services  Section 
Division  of  Research  Grants 
National  Institutes  of  Health 
Bethesda,  Maryland  20205 

Individual  copies  may  be  obtained  by  writing  to: 

Office  of  Grants  Inquiries 
Division  of  Research  Grants 
National  Institutes  of  Health 
Bethesda,  Maryland  20205 

Because  of  the  proximity  of  the  February  1,  1983  deadline,  the  National  Institutes  of 
Health  (NIH)  will  accept  the  11/79  revision  of  Form  PHS  416-1  for  that  deadline.  The 
12/81  revision  should  be  used  exclusively  for  deadlines  after  February  1,  1983. 

Competing  applications  mailed  out  by  NIH  will  include  updated  information  statements 
describing  the  Postdoctoral  Fellowship  Duly  1,  1982)  or  Senior  Fellowship  (October  1, 
1982)  as  appropriate.  Individual  copies  of  these  statements  are  available  from  the  Office 
of  Grants  Inquiries  at  the  address  identified  above. 

The  noncompeting  Individual  NRSA  Continuation  Application  Form  PHS  416-9,  revised 
12/81,  was  put  into  use  in  late  November.  NIH  will  continue  to  mail  fellowship 
continuation  forms  directly  to  individual  fellows  at  the  appropriate  time.  This  form  will 
not  be  distributed  through  institutional  control  offices. 
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NOTICE 


RESEARCH  LACKING  PLANS  FOR  INVOLVEMENT  OF  HUMAN  SUBJECTS 


DEPARTMENT  OF  HEALTH  AND  HUMAN  SERVICES 


On  January  26,  1981,  the  Department  of  Health  and  Human  Services  (DHHS)  revised  its 
regulations  for  the  protection  of  human  subjects.  45  CFR  46.118  addresses  applications 
and  proposals  lacking  definite  plans  for  involvement  of  human  subjects. 

Certain  types  of  applications  for  grants,  cooperative  agreements,  or  contracts  are 
submitted  to  the  Department  with  the  knowledge  that  subjects  may  be  involved 
within  the  period  of  funding,  but  definite  plans  would  not  normally  be  set  forth  in 
the  application  or  proposal.  These  include  activities  such  as  institutional  type 
grants  (including  bloc  grants)  where  selection  of  specific  projects  is  the  institution's 
responsibility;  research  training  grants  where  the  activities  involving  subjects 
remain  to  be  selected;  and  projects  in  which  human  subjects'  involvement  will 
depend  upon  completion  of  instruments,  prior  animal  studies,  or  purification  of 
compounds.  These  applications  need  not  be  reviewed  by  an  IRB  before  an  award 
may  be  made.  However,  except  for  research  described  in  46.101(b)  (exempted 
research)  no  human  subjects  may  be  involved  in  any  project  supported  by  these 
awards  until  the  project  has  been  reviewed  and  approved  by  the  IRB,  as  provided  in 
these  regulations,  and  certification  submitted  to  the  Department. 

In  activities  such  as  the  above,  even  though  an  IRB  review  need  not  take  place  at  the 
time  of  submission  of  the  application,  DHHS  requires  the  attachment  to  the  application 
of  the  Form  HHS-596,  "Protection  of  Human  Subjects  Assurance/Certification/Declara- 
tion." This  form  may  serve  either  as  a certification  that  IRB  review  and  approval  has 
taken  place  for  the  research  proposed  in  the  application,  or  as  a pledge  that  review  and 
approval  and  submission  of  a certification  will  occur  before  human  subjects  are  involved 
in  the  research. 

In  many  instances  trainees  supported  by  institutional  training  grants  will  be  participating 
in  research  supported  by  research  project  grants,  for  which  the  IRB  review  of  human 
subjects  is  already  complete.  This  review  is  sufficient  providing  that  the  research  would 
not  be  substantially  modified  by  the  participation  of  a trainee. 

For  proposed  projects  in  which  the  research  has  received  IRB  review  and  approval,  block 
5 of  the  Form  HHS-596,  "Certification  of  IRB  Review  and  Declaration  of  Exemption," 
should  indicate  the  date  of  review.  For  research  in  which  definite  plans  are  not  set  forth 
in  the  application,  instead  of  checking  a box  in  block  5 of  the  Form  HHS-596,  the 
applicant  should  write  "See  Note,"  and  on  the  reverse  of  the  form  indicate  the 
following:  'This  is  an  institutional  research  training  grant  (for  example)  for  which  plans 
are  not  definite.  A certification  of  IRB  review  and  approval  of  research  involving  human 
subjects  will  be  provided  before  the  activity  begins  if  certification  has  not  already  been 
filed.  This  is  in  accord  with  45  CFR  46.118." 
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NOTICE 


ALCOHOL  RESEARCH  GRANTS  AND  NEW  INVESTIGATOR  RESEARCH  AWARD 

PROGRAM  ANNOUNCEMENTS  NOW  AVAILABLE 

NATIONAL  INSTITUTE  ON  ALCOHOL  ABUSE  AND  ALCOHOLISM 


Updated  program  announcements  providing  current  information  about  areas  in  which 
support  is  available  from  the  National  Institute  on  Alcohol  Abuse  and  Alcoholism 
(NIAAA)  are  now  available.  In  addition  to  the  Institute's  interest  in  supporting  research 
on  the  etiology  of  alcoholism  and  the  adverse  consequences  of  alcohol  abuse,  it  should  be 
noted  that  there  are  several  high  priority  areas  in  the  Alcohol  Research  Grants  program 
announcement;  namely,  treatment  research,  prevention  research,  and  research  on 
alcohol-related  accidents,  injuries,  and  violence.  Of  special  interest  are  treatment  and 
prevention  research  studies  that  are  focused  on  high  priority  groups  such  as  teenagers 
and  women. 

Potential  applicants  for  Alcohol  Research  Grants  and  for  New  Investigator  Research 
Awards  may  obtain  these  updated  program  announcements  from: 

Division  of  Extramural  Research 
National  Institute  on  Alcohol  Abuse 
and  Alcoholism 

Parklawn  Building  - Room  14C-17 
5600  Fishers  Lane 
Rockville,  Maryland  20857 

Applications  must  be  received  by  March  1,  1983,  to  be  eligible  for  funding  in  FY  1983. 


NIH  GUIDE  FOR  GRANTS  AND  CONTRACTS 

Vol.  11,  No.  14,  December  31,  1982 


7 


NOTICE 


PUBLIC  BRIEFING  MEETINGS  BY  THE 

NATIONAL  HEART,  LUNG,  AND  BLOOD  ADVISORY  COUNCIL 

NATIONAL  HEART,  LUNG,  AND  BLOOD  INSTITUTE 


The  National  Heart,  Lung,  and  Blood  Advisory  Council  will  hold  four  public  briefing 
meetings  for  the  purpose  of  informing  biomedical  scientists,  administrators,  volunteer 
health  organizations,  and  the  public  about  the  status  of  the  National  Heart,  Lung,  and 
Blood  Institute  (NHLBI)  and  about  possible  strategies  for  achieving  and  maintaining  a 
balance  of  program  mechanisms  and  for  protecting  the  number  of  research  grants 
awarded  by  the  Institute.  The  briefing  meetings  are  designed  as  an  educational  effort 
that  will  also  provide  the  opportunity  for  the  Council  and  the  NHLBI  to  hear  directly 
from  those  interested  in  and  concerned  about  the  future  of  the  Institute's  extramural 
programs. 

The  public  meetings  will  be  held  at  the  following  times  and  locations: 

February  24-25,  1983 

WASHINGTON,  D.C. 

9:00  a.m. 

Lister  Hill  Auditorium,  Building  38A 
National  Institutes  of  Health 


March  3-4,  1983 


SAN  FRANCISCO,  CALIFORNIA 
9:00  a.m. 

San  Francisco  Hilton  and  Tower 
333  O'Farrell  Street 


March  24-25,  1983 


NEW  ORLEANS,  LOUISIANA 
9:00  a.m. 

International  Hotel 
300  Canal  Street 
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April  14-15,  1983 

CHICAGO,  ILLINOIS 
9:00  a.m. 

Radisson  Chicago  Hotel 
505  North  Michigan  Avenue 

Send  requests  for  a complete  statement  of  the  purpose  of  these  meetings  to: 

Public  Briefing  Meetings 
National  Heart,  Lung,  and  Blood 
Advisory  Council 

National  Heart,  Lung,  and  Blood  Institute 
National  Institutes  of  Health 
Building  31  - Room  5A-03 
Bethesda,  Maryland  20205 

Those  who  wish  to  speak  at  a briefing  meeting  must  submit  a written  request  to  the 
National  Heart,  Lung,  and  Blood  Advisory  Council  no  later  than  January  21,  1983.  The 
request  to  speak  must  include  the  following: 

1.  The  name  of  the  person  who  wishes  to  address  the  Council; 

2.  The  professional  affiliation  of  the  requesting  speaker,  if  appropriate; 

3.  A brief  summary  of  the  statement  that  would  be  presented;  and 

4.  The  address  and  telephone  number  where  the  requesting  speaker  can  be 
reached  during  business  hours. 

Speakers  will  be  selected  from  the  constituencies  who  look  to  the  Institute  to  advance 
knowledge  about  heart,  lung,  and  blood  diseases  and  from  others  whose  interests 
correspond  to  the  extramural  programs  of  the  NHLBI. 

Each  speaker  will  be  allowed  about  ten  minutes.  A list  of  speakers  for  a meeting  will  be 
sent  in  advance  to  the  region  in  which  that  particular  meeting  will  be  held.  Additional 
written  comments  of  any  length  may  be  submitted,  at  any  time,  for  distribution  to  the 
Council.  The  results  of  these  briefing  meetings,  including  the  texts  of  the  speakers  and 
all  other  materials  submitted,  will  be  available  in  the  summer  of  1983.  For  further 
information,  please  call  (301)  496-6331. 
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ANNOUNCEMENT 

REQUEST  FOR  RESEARCH  GRANT  APPLICATIONS: 

RFA-NIH-NCI-DRCCA-82-17 

PATTERNS  OF  CARE  FOR  ELDERLY  CANCER  PATIENTS: 
IMPLICATIONS  FOR  CANCER  CONTROL 
NATIONAL  CANCER  INSTITUTE 


Application  Receipt  Dates:  April  19,  1983  and  December  6,  1983 


I.  PURPOSE 

The  National  Cancer  Institute  (NCI)  invites  qualified  researchers  to  submit  grant 
applications  for  research  projects  to  investigate  problems  and  needs  unique  to  the 
elderly  in  the  diagnosis  and  management  of  cancer.  NCI,  in  consultation  with  the 
National  Institute  on  Aging  (NIA),  is  directing  a specific  focus  on  the  older  adult 
who  has  cancer.  Although  the  majority  of  cancers  affect  older  persons 
disproportionately  and  the  probability  of  developing  cancer  increases  as  one  grows 
older,  relatively  little  is  known  about  how  the  problems  of  old  age  affect  cancer 
patient  work-up,  treatment  and  care.  The  dearth  of  data  makes  it  impossible  to 
provide  definitive  answers  to  the  many  questions  which  arise  about  the  impact  of 
old  age  on  cancer  patient  management. 

As  a cancer  control  effort  for  the  elderly,  NCI  is  encouraging  studies  directed 
toward  the  interface  of  cancer  and  aging.  The  major  objective  of  cancer  control  is 
to  reduce  cancer  incidence,  morbidity,  and  mortality  through  an  orderly  sequence 
from  conducting  research  on  interventions  and  their  impact  in  defined  populations 
to  their  broad,  systematic  application  to  the  general  population.  Research  support 
will  be  provided  under  the  auspices  of  NCI's  Division  of  Resources,  Centers,  and 
Community  Activities  (DRCCA).  DRCCA's  cancer  control  mandate,  authorized  by 
Congress,  includes  the  responsibility  to  study  and  bring  into  medical  practice 
proven  research  which  will  improve  prevention,  detection,  diagnosis,  and  treatment 
of  cancer. 

Old  people  in  poor  health  frequently  present  a chronic  disease  complex  which  is 
long-term  and  severely  debilitating.  When  cancer  is  linked  with  the  chronic 
disabling  conditions  which  persons  acquire  over  the  course  of  their  lives,  medical 
decision-making  and  differences  in  management  must  often  be  uniquely  applied  to 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.399, 
Cancer  Control.  Awards  will  be  made  under  the  authority  of  the  Public  Health  Service 
Act,  Title  IV,  Section  403  (Public  Law  78-410,  as  amended;  42  USC  284)  and  administered 
under  PHS  grant  policies  and  Federal  regulations  42  CFR  Part  52  and  45  CFR  Part  74. 
This  program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems  Agency  review. 
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the  older-aged  patients.  Decisions  are  influenced  not  only  by  the  cancer  signs  and 
symptoms  with  which  patients  present,  but  also  by  their  frailty;  other  health 
difficulties  and  chronic  disabilities;  and  social,  psychological,  and  economic 
handicaps.  Advancing  age  with  its  concomitant  changes  in  physical  ability, 
physiological  function,  and  social  relationships  complicate  providing  care  to  elderly 
cancer  patients.  Physicians  must  consider  these  various  factors  when  planning 
cancer  treatment  and  care  recommendations  for  the  elderly.  Thus,  the  assessment 
of  the  patterns  of  care  (i.e.,  the  diagnosis,  work-up,  staging,  and  treatment)  for 
evaluation  of  elderly  cancer  patients  requires  an  adequate  data  base. 

The  purpose  of  this  Request  for  Applications  (RFA)  is  to  solicit  high  quality 
research  grant  applications  that  address  the  mutual  interests  and  concerns  about 
cancer  and  old  age  as  they  interact  and  relate  to  clinical  research  and  medical 
practice  so  as  to  contribute  to  our  understanding  of  the  management  of  cancer  in 
the  elderly.  This  initiative,  by  stimulating  the  fields  of  oncology,  geriatrics, 
gerontology,  and  other  relevant  disciplines  and  professions  to  conduct 
multidisciplinary  research,  is  intended  to  reduce  the  knowledge  gap  about  cancer 
treatment  and  care  in  the  older-aged  population.  Information  is  being  sought  on 
the  natural  history  of  cancer  in  the  elderly,  treatment  patterns,  the  interaction  of 
the  normal  and/or  pathophysiological  processes  of  aging  and  cancer,  the  overlap  of 
intercurrent  disease  with  cancer,  and  the  extent  to  which  interdisciplinary 
approaches  may  foster  coordinated  application  of  special  skills  for  optimal  cancer 
care  for  the  elderly. 

II.  STATEMENT  OF  THE  PROBLEM 

Cancer  is  primarily  a disease  which  occurs  in  the  older-aged  segment  of  the 
population.  Approximately  50  percent  of  all  cancers  occur  in  persons  65  years  and 
older;  close  to  60  percent  of  all  cancer  deaths  occur  after  65  years  of  age.  The  risk 
of  developing  cancer  increases  rapidly  with  each  decade  of  life.  Incidence  data 
from  the  Surveillance,  Epidemiology,  and  End  Results  (SEER)  Program  of  the 
Biometry  Branch,  NCI,  reveal  that  the  average  annual  age-specific  incidence  rate 
for  ages  65-69  years  is  1360.6  per  100,000  persons.  This  is  almost  double  the  rate 
of  748.8  observed  for  those  aged  55-59  years.  The  75-79  years  of  age  group 
reflects  a continuing  increase  to  2028.9  per  100,000  persons  with  the  rise  peaking 
at  2308.0  for  those  85  years  and  older. 

Not  only  does  cancer  affect  the  older  age  group  in  our  society  disproportionately, 
but  the  nation's  number  of  older  persons  is  gradually  increasing  and  will  constitute 
a larger  percentage  of  the  population  in  the  future.  In  1900,  the  over  65  years  of 
age  group  numbered  3.1  million  persons  and  represented  only  4.1%  of  the  entire 
population.  By  1975,  this  same  age  group  had  22.4  million  persons  and  represented 
10%  of  the  population;  estimates  for  the  year  2000  predict  a rise  to  33.2  million 
persons  making  up  almost  12%  of  the  U.S.  population.  By  2030,  possibly  the  peak 
year  for  the  overall  growth  of  the  population,  there  will  be  approximately  55 
million  persons  65  years  or  older  in  the  U.S.  Coupled  with  these  increases  is  the 
expansion  of  the  75  and  older  population  segments  of  the  age  categories.  There  are 
and  will  be  more  persons  85  years  of  age  and  older.  Clearly,  within  the  context  of 
the  U.S.  health  care  system,  there  will  be  more  old  people  who  require  cancer  care. 

In  the  area  of  early  detection,  when  the  older  person  enters  the  medical  care 
system  could  be  significant  for  the  course  of  potentially  malignant  lesions.  Early 
detection  efforts  for  older  persons  have  been  minimal.  There  is  no  information  on 
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what  older  persons  do  when  they  become  aware  of  themselves  as  ill  with  signs  and 
symptoms  of  cancer  and  the  factors  affecting  promptness  in  their  decisions  to  seek 
care. 

When  considering  surgical,  radiotherapeutic,  chemotherapeutic  or  a combination  of 
these  therapies,  age-imposed  compromises  are  particularly  true  for  the  very  young 
and  the  elderly.  Anatomic  development  and  degeneration  as  well  as  physiologic 
factors  must  always  be  considerations  in  these  situations. 

The  selection  of  surgical  procedures  which  are  conservative  or  aggressive  in 
approach  and  palliative  or  curative  in  intent  will  be  influenced  by  age,  as  will  the 
incidence  of  complications  during  the  postoperative  recovery  period.  There  are 
limited  data  relative  to  the  choice  of  surgical  treatment  in  the  elderly. 

Administering  radiotherapy  to  the  aged  cancer  patient  is  a common  practice,  yet 
again  little  information  is  available  related  to  the  incidence  and  type  of 
complications  associated  with  advancing  age.  Tolerance  to  irradiation  varies  with 
the  radiation  fields,  dosage,  and  type  of  cancer  under  treatment. 

Age-dependent  differences  in  drug  absorption,  distribution,  metabolism,  and 
excretion  are  all  appreciated.  Drug-drug  interactions  receive  less  attention  but 
represent  a significant  hazard  in  the  multiple  medicated  elderly.  Adverse  drug 
reactions  (e.g.,  the  stomatitis  from  adriamycin  or  5-fluorouracil)  in  the  elderly  may 
represent  life-threatening  situations.  Changes  in  physiology  (e.g.,  decreased  renal 
function),  anatomy  (e.g.,  intracavitary  fluid  retention  acting  as  a drug  reservoir), 
and  rapid  weight  changes  altering  drug-to-weight  ratios  all  represent  potentially 
hazardous  changes  for  these  patients. 

Health  professionals  should  also  be  able  to  distinguish  between  the  changes  that 
occur  as  a result  of  aging  and  those  which  may  be  attributed  to  cancer  and  other 
disease  processes.  In  addition  to  having  a sound  clinical  information  base  and  a 
variety  of  skills  in  cancer  care  and  treatment,  oncology  professionals  must  be  able 
to  carry  on  surveillance  and  monitoring  for  the  concomitant  effects  of  aging.  In 
the  normal  process  of  aging,  significant  changes  occur  in  body  structure, 
composition,  and  function.  The  skin  and  mucosa  grow  thinner,  stature  decreases  as 
the  skeletal  frame  settles,  functional  capacities  of  organs  decline,  bone  mass 
decreases,  muscle  size  and  strength  are  diminished,  sensory  loss  occurs  over  time, 
the  systems  (e.g.,  pulmonary,  digestive,  cardiovascular,  renal,  nervous,  and 
endocrine)  undergo  multiple  changes  which  result  in  a diminution  of  many 
important  functions.  These  changes  occur  over  time  and  most  persons 
accommodate  to  the  changes.  But  the  altered  levels  of  functioning  and  decreased 
sensitivities  when  accompanied  by  an  illness  such  as  cancer  create  a multitude  of 
treatment  and  care  problems  for  health  care  providers. 

Health  professionals  who  work  in  oncology  settings  are  often  required  to  apply 
different  skills  and  techniques  to  manage  various  adverse  social,  economic,  and 
environmental  influences  which  may  dominate  management  decisions  for  the  aged 
cancer  patient.  The  elderly,  perhaps  to  a greater  degree  than  younger  patients, 
have  certain  social  needs  that  impact  on  their  health.  Together  with  the  stresses 
of  daily  living,  such  age-related  life  crises  as  reduced  income,  loss  of  loved  ones 
and  family  support,  and  changing  living  arrangements  are  all  interconnected  with 
the  older  person's  physical  condition.  A thorough  understanding  of  the  elderly 
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cancer  patient's  life  situation  in  conjunction  with  his  or  her  medical  symptoms  and 
course  of  illness  may  provide  for  a more  successful  treatment  regimen.  Quality  of 
life  issues  are  relevant  to  cancer  care  for  the  elderly. 

III.  PROGRAM  PLANNING  AND  RELEVANCE 

In  September  1981,  responding  to  the  paucity  of  data  available  and  major 
deficiencies  apparent  in  our  knowledge  about  cancer  and  its  relationship  to  old  age, 
NCI  and  NIA  co-sponsored  a conference  which  invited  professionals  working  in  both 
fields  of  cancer  and  aging  to  identify  and  examine  a variety  of  issues  in  prevention 
and  treatment  of  cancer  in  the  elderly  to  ascertain  research  needs  and  make 
recommendations  for  programmatic  direction.  Questions  arose  as  to  what 
intervention  techniques  are  available  to  offset  the  unusual  or  specific  problems  of 
elderly  cancer  patients.  Since  many  unsubstantiated  or  unsupported  assertions 
exist  about  cancer  in  old  age,  conference  discussions  centered  on  laying  the 
groundwork  for  needed  research  in  cancer  and  aging  at  the  clinical  interface  of  the 
two  fields. 

Building  upon  the  conference  recommendations  for  research,  this  RFA  represents 
an  important  step  toward  fulfillment  of  the  congressional  intent  of  the  National 
Cancer  Act  and  Amendments  of  1978.  Developing  information  and  resources  for 
health  professionals  in  the  use  of  cancer  control  interventions  are  major  objectives 
of  the  cancer  control  mission. 

This  RFA  is  a cancer  control  project  which  comes  under  the  program  areas  of 
Treatment,  Continuing  Care,  and  Rehabilitation  (TCCR)  in  DRCCA.  TCCR 
programs  emphasize  (1)  cancer  control  research  which  develops  or  tests  actions  or 
interventions  aimed  at  specific  high  risk  population  groups;  (2)  participation  of 
community  physicians  in  applying  advanced  treatment  research  to  cancer  patients; 
(3)  improved  approaches  to  pain  control;  (4)  development  of  effective  methods  to 
improve  the  care  of  advanced  cancer  patients  and  support  of  their  families;  (3) 
rehabilitation;  (6)  expansion  of  the  cancer  care  knowledge  base  of  physicians, 
nurses,  and  other  health  professionals;  and  (7)  developing  information  for  reducing 
the  social,  economic,  and  emotional  burdens  which  cancer  creates  for  patients  and 
families. 

IV.  RESEARCH  SCOPE 

To  be  responsive  to  this  RFA,  investigations  which  use  descriptive  and  analytic 
(e.g.,  longitudinal,  cohort,  case-control,  and  cross-sectional)  designs  are 
acceptable.  The  study  population  in  which  the  research  would  be  conducted  should 
be  well  defined  within  a community  or  the  general  population.  Use  of  objective, 
reliable,  and  valid  measures  is  essential.  Study  settings  may  include  nursing  homes, 
hospitals,  other  health  care  institutions,  the  community,  and  the  occupational 
context. 

A single  or  combination  of  activities  from  the  broad  spectrum  of  early  detection, 
early  diagnosis,  pre-treatment  evaluation,  treatment,  rehabilitation,  and  continuing 
care  cancer  control  efforts  may  be  addressed.  Topics  of  major  interest  to  DRCCA 
are  listed  below.  However,  grant  applications  are  not  limited  to  these  areas.  The 
list  is  neither  all-inclusive  nor  exclusive,  nor  is  it  an  order  of  priority  of  interest. 
Related  issues  designated  by  the  applicant  will  be  considered  as  well. 
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o Patterns  of  care  for  the  elderly  cancer  patient. 

Not  much  is  known  about  how  physicians  care  for  older-aged  cancer 
patients  at  the  community  level.  Neither  has  there  been  a distinct 
focus  on  the  behavior  of  neoplasms  and  tumor  characteristics  as  they 
present  in  the  elderly.  It  is  known,  however,  that  multiple  clinical 
problems  of  the  aged  frequently  require  physicians  to  look  for  subtle  or 
masked  features  of  adverse  conditions  in  addition  to  the  presenting 
complaint.  These  special  features  of  aging  and  symptoms  of  illness  in 
old  age  influence  the  treatment  and  care  of  the  elderly  cancer  patient 
and  tend  to  complicate  carrying  out  prescribed  regimens.  Studies  are 
needed  on  the  assessment  of  the  effectiveness  of  different  treatments 
relative  to  cancer,  the  stage  of  the  disease,  and  significant  features  and 
characteristics  of  old  age  (e.g.,  poor  repair  mechanisms,  functional  loss, 
greater  susceptibility  to  toxicity  of  treatment).  In  these  types  of 
studies,  a special  effort  should  be  made  to  minimize  biases,  for 
example,  through  the  use  of  defined  populations. 

o Variations  in  response  factors  to  signs  and  symptoms  of  cancer  by  older 

aged  persons. 

To  a large  extent,  improved  cancer  cures  depend  on  early  recognition 
and  appreciation  of  signs  and  symptoms  of  the  disease  and  prompt 
referral  to  treatment.  The  actions  taken  by  older  persons  in  response  to 
the  signs  and  symptoms  of  cancer  will  affect  the  cure,  number  of 
complications,  and  sequelae.  Elderly  persons  are  often  directly  or 
indirectly  excluded  from  most  early  cancer  detection  efforts.  Though 
they  represent  one  of  the  groups  at  highest  risk,  older  aged  persons  have 
not  been  singled  out  as  a target  group.  Research  strategies  toascertain 
what  factors  influence  decisions  made  by  older  persons  in  response  to 
signs  and  symptoms  of  cancer  and  the  individual  variations  which  may 
result  in  delay  are  needed. 

o Analysis  of  existing  data  bases  which  are  relevant  to  addressing  cancer 

patient  management  for  older  aged  persons. 

Secondary  analyses  of  surveys  or  studies  which  have  been  designed  to 
address  other  issues  in  treatment  of  cancer  or  other  chronic  illnesses, 
the  processes  of  normal  aging,  long-term  care,  and  related  health  issues 
may  be  appropriate.  This  choice  would  require  a thorough  and  detailed 
explanation  of  the  data  elements  in  the  data  base  identified  as  a 
candidate  for  this  research  to  determine  the  utility  of  addressing  the 
problems  at  the  interface  of  cancer  and  aging  raised  in  this  RFA. 
Special  attention  must  be  given  to  ascertaining  biases  in  the  data  base. 

o Evaluation  of  tolerance  of  and  response  to  standard  or  experimental 
chemotherapy  regimens. 

Studies  should  involve  entry  of  patients  across  the  entire  age  spectrum 
(with  efforts  to  minimize  selection  bias)  into  predetermined 
chemotherapy  protocols  with  doses  based  either  on  surface  area  or 
adjusted  for  physiologic  parameters  such  as  creatinine  clearance.  Data 
should  be  collected  on  other  factors  known  to  affect  toxicity  or 
response  to  therapy  so  that  the  independent  effect  of  age  can  be 


evaluated  in  a multivariate  model.  Tumors  selected  for  study  should  be 
those  of  intermediate  sensitivity  to  chemotherapy  such  as  breast 
cancer,  small  cell  lung  cancer,  head  and  neck  cancer  and  ovarian  cancer 
so  that  one  has  a reasonable  statistical  probability  of  observing  either 
increases  or  decreases  in  response  rate  as  an  effect  of  age.  A similar 
approach  might  be  considered  for  surgery,  radiation  therapy,  or 
multimodality  treatment  interventions. 

o Socio-emotional  and  economic  consequences  of  cancer  for  the  older 
person  and  family  members. 

Cancer  is  an  isolating  illness,  and  old  age  is  an  isolating  phenomenon. 
As  a person  grows  older,  various  forms  of  social  support  diminish. 
There  is  a decline  in  social  network  involvement.  Geographic  distance 
may  preclude  kinship  network  involvement.  The  older  individual  may 
experience  loss  of  friends,  family,  and  spouse.  Sickness  may  also  be 
demoralizing  and  alienating.  Often  the  cancer  patient  must  be  cared 
for  in  the  home  by  a family  member,  friend,  or  spouse  who  is  also  in 
relatively  poor  health.  Then,  too,  since  cancer  affects  both  the  patient 
and  family  as  a unit,  family  stress,  health,  and  the  organization  of 
health  behavior  are  high  priorities  which  may  be  addressed. 

o Epidemiologic  Studies. 

Specific  questions  which  address  the  problems  concomitant  with  old  age 
(e.g.,  effects  of  previous  illnesses  and  concurrent  illnesses;  stages  of 
disease  at  detection;  second  primaries;  recurrence)  in  combination  with 
the  general  epidemiologic  concerns  about  the  patterns  of  disease 
occurrence  and  the  influential  factors  are  of  interest.  Much  useful 
information  can  be  derived  from  epidemiologic  studies  on  incidence  and 
mortality  in  old  age.  Experimental  epidemiologic  approaches  (i.e., 
clinical  trials  or  community  trials)  to  examine  treatment,  intervention, 
or  preventive  efficacy  are  appropriate. 

DEFINITION  OF  "OLD  AGE"  OR  "ELDERLY" 

Frequently,  old  age  or  elderly  is  defined  using  the  chronological  age  of  65  as  a point 
of  demarcation.  However,  this  arbitrary  age  cutoff,  while  perhaps  useful  for 
dealing  with  age  limitations  for  entitlements  or  eligibilities  for  various  programs, 
may  not  be  useful  for  the  research  encouraged  by  this  RFA.  Applicants  should 
address  critically  the  issue  that  physiological  and  chronological  ages  do  not 
necessarily  coincide.  With  advancing  chronological  age,  there  are  greater 
variations  in  physiological  age. 

Methods  should  be  proposed  by  the  applicant  which  express  physiological  age  of  the 
study  subjects.  For  the  most  part,  persons  in  their  middle  to  late  seventies,  that  is, 
the  older  elderly,  present  the  most  profound  medical  problems.  Parameters  to  be 
considered  in  describing  the  elderly  patient  could  include  level  of  physical  activity, 
response  to  graded  levels  of  physical  activity,  response  to  graded  levels  of  exercise, 
or,  in  the  case  of  clinical  research,  measurement  of  organ  function  such  as 
creatinine  clearance  of  hepatic  clearance  of  a marker  substance. 
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Thus,  the  definition  of  "old  age"  or  "elderly"  is  flexible  for  the  RFA  and  is 
dependent  on  investigator-defined  parameters.  Applicants  are  expected  to  identify 
what  is  meant  bv  "old"  in  the  context  of  the  research  and  be  able  to  evaluate  the 
correlation  of  outcome  variables  and  chronological  and  physiological  age. 

VI.  MECHANISM  OF  SUPPORT 

Applicants  funded  under  this  RFA  will  be  supported  through  the  customary  National 
Institutes  of  Health  (NIH)  grant  assistance  award  in  accordance  with  Public  Health 
Service  (PHS)  policies  applicable  to  research  project  grants  including  cost  sharing. 
Assistance  awards  are  provided  to  non-profit  organizations  and  institutions, 
governments  and  their  agencies,  for-profit  organiations,  and  occasionally  to 
individuals  when  deemed  by  the  PHS  to  be  consistent  with  legislative  intent  and 
program  purposes.  NCI  plans  to  support  up  to  six  awards  within  the  limits  of  the 
funds  for  both  review  cycles  under  this  RFA  if  sufficient  high  quality  applications 
are  received.  Awards  will  be  for  three  year  projects.  Receipt  dates  for 
applications  are  April  19,  1983  and  December  6,  1983. 

VII.  REVIEW  PROCEDURES  AND  CRITERIA 

A.  Review  Panel 

Applications  responsive  to  this  RFA  will  be  reviewed  by  an  appropriate  peer 
review  panel  set  up  by  the  Division  of  Extramural  Activities  (DEA),  NCI, 
NIH.  Final  review  is  provided  by  the  National  Cancer  Advisory  Board. 

B.  Review  Criteria 

Peer  review  will  consider  the  following  criteria: 

1.  Relevance  and  significance  of  the  issues  to  the  overall  objectives  of  the 
RFA; 

2.  Scientific  merit  of  the  research  project  design  and  feasibility  of  the 
procedures  that  are  to  be  used; 

3.  Potential  for  evaluating  success  of  the  project; 

4.  Experience,  commitment,  and  leadership  ability  of  the  staffing  for  the 
research  project  which  must  include  medical  professionals  in  oncology 
and/or  geriatrics  at  the  leadership  level;  the  qualifications  and 
experience  of  other  members  of  the  study  team  to  do  the  proposed 
research; 

5.  Availability  of  multidisciplinary  expertise  from  related  fields  of 
gerontology,  epidemiology,  behavioral  and  social  sciences,  and  health 
care  as  required; 

6.  Adequacy  of  existing  and  proposed  facilities  and  resources; 

7.  Reasonableness  of  the  budget  in  relation  to  the  research  and/or 
demonstration  effort. 

8.  Adequacy  of  the  proposed  means  for  protecting  against  hazardous  or 
unethical  research  procedures. 
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VIII.  METHOD  OF  APPLYING 


Applications  should  be  submitted  on  the  standard  research  grant  application  form 
PHS  398  (Rev.  3/80).  Application  kits  are  available  at  most  institutional  business 
offices  or  from  the  Division  of  Research  Grants  (DRG),  NIH. 


A.  Letter  of  Intent 


1.  Applicants  are  encouraged  to  submit  a letter  of  intent  addressing  the 
following  topics: 

a.  A brief  description  of  the  intended  project. 

b.  A description  of  available  research  facilities. 

c.  Positions  and  research  interests  of  the  principal  investigator(s) 
and  staff  who  will  be  involved  in  the  study. 

d.  Plans  for  oncology  and  geriatric  medical  collaboration,  delineation 
of  staff  roles,  manner  of  anticipated  participation  of  principal 
investigator(s)  and  multidisciplinary  approach. 

e.  Projections  for  patient  involvement  in  the  study. 


B.  Timetable 

Letters  of 
Intent 


Feb.  15,  1983 
Sept.  15,  1983 


Receipt  of  NCAB 

Applications  Review 


Earliest  Possible 
Award  Date 


Apr.  19,  1983  Oct.  3-5,  1983  Dec.  1,  1983 

Dec.  6,  1983  May  16-18,  1984  duly  1,  1984 


C.  Consequences  of  Lack  of  Responsiveness  to  the  RFA  or  Late  Submission 

Based  upon  the  letter  of  intent,  potential  applicants  will  be  promptly  advised 
whether  or  not  their  proposal  is  found  to  be  within  the  research  goals  and 
scope  of  the  program  as  defined  in  this  RFA.  Grant  applications  that  are  not 
responsive  to  the  RFA  or  are  not  received  on  or  before  April  19,  1983,  will 
not  be  accepted  for  review  in  the  first  cycle.  They  will  be  deferred  to  the 
second  review  cycle.  Applications  not  received  on  or  before  the  second 
receipt  date  of  December  6,  1983,  will  be  returned  to  the  applicant. 

D.  Format  for  Applications 

The  conventional  presentation  for  grant  applications  should  be  utilized.  The 
points  identified  under  the  Review  Criteria  must  be  considered.  The  words 
"RFA:  PATTERNS  OF  CARE  FOR  ELDERLY  CANCER  PATIENTS: 

IMPLICATIONS  FOR  CANCER  CONTROL"  must  be  typed  in  bold  letters  in 
line  number  2 of  the  face  page  of  the  application. 

Please  enclose  a cover  letter  indicating  that  the  application  is  in  response  to 
this  RFA.  A copy  of  the  cover  letter  should  also  be  sent  to  Dr.  Rosemary 
Yancik,  NCI,  DRCCA,  at  the  address  provided. 
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E.  Application  Procedure 

Applications  must  be  received  on  or  before  the  application  receipt  dates 
stipulated  above.  The  original  and  six  copies  of  the  application  should  be  sent 
or  delivered  to: 

Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 

Two  additional  copies  should  be  sent  to: 

Referral  Officer,  Grants  Review  Branch 
Division  of  Extramural  Affairs 
National  Cancer  Institute 
National  Institutes  of  Health 
Westwood  Building  - Room  826 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 

F.  Inquiries  and  Correspondence 

All  correspondence  related  directly  to  application  development,  letters  of 
intent,  and  the  copies  of  the  cover  letter  which  accompany  the  applications 
should  be  directed  to: 

Rosemary  Yancik,  Ph.D. 

Division  of  Resources,  Centers,  and 
Community  Activities 
National  Cancer  Institute 
Blair  Building  - Room  729 
Bethesda,  Maryland  20205 

Telephone:  (301)  427-8636 

Questions  pertaining  to  business  matters  should  be  addressed  to: 

Mr.  William  G.  Wells 
Grants  Management  Specialist 
Grants  Administration  Branch,  OD 
National  Cancer  Institute 
National  Institutes  of  Health 
Westwood  Building  - Room  852 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-7444 
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ANNOUNCEMENT 


SMOKELESS  TOBACCO  AND  NON-TOBACCO  SMOKING  PRODUCT  USE:* 
IDENTIFICATION  OF  INITIATION  MECHANISMS  IN  CHILDREN  AND  ADOLESCENTS 
DIVISION  OF  RESOURCES,  CENTERS  AND  COMMUNITY  ACTIVITIES 
NATIONAL  CANCER  INSTITUTE 


The  Division  of  Resources,  Centers,  and  Community  Activities  (DRCCA)  of  the  National 
Cancer  Institute  (NCI)  has  the  principal  Federal  responsibility  for  assuring  the  rapid  and 
effective  application  of  cancer  research  findings  in  the  fields  of  prevention,  detection, 
diagnosis,  treatment,  rehabilitation,  and  continuing  care.  DRCCA's  goal  is  to  develop 
the  means  for  reducing  cancer  morbidity  and  mortality. 

As  part  of  its  responsibilities  in  the  area  of  cancer  prevention,  DRCCA  is  expanding  its 
program  initiatives  under  the  NCI's  Smoking,  Cancer  and  Health  Program  **  which  has 
been  designed  to  facilitate  the  development  of  effective  approaches  to  smoking 
prevention  and  cessation.  The  purpose  of  this  Announcement  is  to  encourage  research 
activities  which  will:  (1)  identify  factors  that  lead  to  the  use  of  smokeless  tobacco 
and/or  non-tobacco  smoking  products  (NTSP)  by  children  and  adolescents;  (2)  identify 
those  conditions  which  may  lead  to  shifts  in  tobacco  usage  patterns;  and  (3)  develop 
prevention  and  cessation  strategies  which  can  be  integrated  into  school  based  health 
and/or  anti-smoking  programs. 

I.  RATIONALE 

Shifts  in  tobacco  usage  patterns  and  initiation  of  non-tobacco  smoking  behaviors 
have  been  reported  by  the  research  community.  Data  published  by  the  USDA 
indicate  that  11  million  Americans  use  smokeless  tobacco  annually.  This  figure 
represents  a 12%  annual  increase  in  smokeless  tobacco  use  since  1 97 4. 1 In 


* For  purposes  of  this  Announcement  smokeless  tobacco  is  defined  as  chewing,  dipping, 
or  snuffing  commercial  tobacco  products;  non-tobacco  smoking  products  are  defined  as 
commercially  sold  "smokes." 

**  NIH  Guide  for  Grants  and  Contracts  Vo.  9,  No.  1,  January  3,  1980. 

* Smoking  & Health,  A Report  of  the  Surgeon  General  DHEW  Publication  No.  (PHS)  79- 
50066. 

This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.393, 
Cancer  Cause  and  Prevention.  Awards  will  be  made  under  the  authority  of  the  Public 
Health  Service  Act  Section  301(c)  and  Section  402,  PL  78-410,  as  amended;  (42  USC  241 
and  282)  and  administered  under  PHS  Grant  Policies  and  Federal  regulations  42  CFR  Part 
52  and  45  CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health 
Systems  Agency  review. 
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addition,  the  recent  introduction  of  NTSP  increases  the  potential  for  recruitment 
to  smoker  behavior  by  offering  alternate  smoking  products. 

Epidemiological  evidence  suggests  that  use  of  smokeless  tobacco  increases  the  risk 
of  oral  cancer.  While  little  scientific  evidence  is  available  on  NTSP,  preliminary 
reports  suggest  that  constituents  in  the  gas  phase  of  the  smoke  are  suspected 
contributors  to  impairment  of  lung  functioning,  as  well  as  acting  as  potential 
promoters  of  neoplastic  disease.  In  addition,  multiple  tobacco  use,  (e.g.,  dipping 
and  smoking)  is  a likely  contributor  to  an  increased  cancer  risk. 

II.  RESEARCH  GOALS  AND  SCOPE 

These  projects  should  focus  on  the  development  of  research  strategies  to  identify, 
within  well-defined  population  group(s)— e.g.,  junior  high  school  students— the 
antecedents  and  correlates  associated  with  initiation  of  smokeless  tobacco  and/or 
non-tobacco  smoking  product  use  and  identification  of  those  concurrent  or 
interacting  conditions  which  may  lead  to  shifts  from  these  products  to  regular 
tobacco  cigarette  smoking.  Evaluation  of  possible  changes  in  knowledge,  attitudes, 
beliefs,  and  behavior  concerning  the  use  of  non-traditional  smoking  and  smokeless 
tobacco  products  and/or  the  decision  to  shift  from  these  products  to  regular 
tobacco  cigarette  smoking  will  be  considered  a major  component  of  the  research 
design.  Due  to  the  generally  similar  behavior  correlates  between  use  of  these 
products  and  cigarette  smoking,  demonstrated  knowledge  of  the  relevance  and 
significance  of  current  smoking  prevention  and  cessation  strategies  aimed  at 
children  and  adolescents  is  to  be  included  in  the  research  design.  Knowledge  of  the 
psychological  and  social  mechanisms  potentially  inherent  in  recruitment  to  these 
products  is  a general  requirement.  In  addition,  the  investigators  must  demonstrate 
as  in  depth  knowledge  of  state-of-the  art  research  in  the  areas  of  smokeless 
tobacco  and  NTSP  as  well  as  regular  tobacco  cigarette  smoking  as  it  relates  to  the 
research  population.  In  addition  to  self-report,  the  study  design  should  include 
biochemical  measurements  to  increase  the  validity  of  self-reports,  as  well  as  to 
provide  independent  estimates  of  levels  of  tobacco  use. 

Description  of  the  research  populations,  rationale  for  the  method  of  sampling, 
definition  of  the  variables  and  size  of  the  group,  as  well  as  proven  access  and 
cooperation  from  intended  research  population,  school  authorities,  parents  will  be 
required. 

This  program  is,  therefore,  seeking  grant  applications  concerned  with  basic  and 
applied  studies  in  prevention  of  disease  with  emphasis  on  behavioral,  cognitive, 
attitudinal  and  motivational  factors,  as  well  as  other  appropriate  research  areas. 

III.  GENERAL  INFORMATION 

It  should  be  emphasized  that  this  statement  of  interest  in  developing  new  grant 
applications  is  neither  a Request  for  Applications  (RFA-Grants)  nor  a Request  for 
Proposals  (RFP-Contracts),  but  rather  an  announcement  of  the  NCI's  intent  to 
stimulate  investigator-initiated  research  in  the  stated  area.  As  such,  proposals  are 
reviewed  by  the  usual  National  Institutes  of  Health  (NIH)  peer  review  groups  for 
technical  merit  and  recommendation  to  the  National  Cancer  Advisory  Board. 


^ Christen,  A.G.,  Armstrong,  W.R.,  McDaniel,  R.K.,  "Intraoral  Leukoplakia,  Abrasion, 
Periodontal  Breakdown  and  Tooth  loss  in  a Snuff  Dipper,"  JADA,  Vol.  98,  April  1979. 

* Personal  Communication  from  Oak  Ridge  National  Laboratories  to  NCI,  10-23-80. 
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Additional  needs  for  specific,  in-depth  activity  in  any  or  all  of  the  Programs  may 
be  met  in  the  future  with  issuance  of  RFAs  and/or  RFPs. 

The  announcement  leaves  the  choice  of  specific  research  objective,  identification 
of  specific  aims,  development  of  appropriate  protocols  and  methodology,  and  the 
procedures  of  analysis  and  interpretation  of  data  to  the  investigators'  initiative. 
However,  once  the  award  is  made  under  the  program,  any  substantial  modification 
of  the  research  originally  proposed  must  be  mutually  agreed  upon  by  the 
investigator  and  the  respective  NCI  division. 

For  purposes  of  tracing  responses  to  this  program  announcement,  investigators 
should  indicate  its  title  on  line  2,  page  1 of  the  PHS  398  grant  application. 

IV.  APPLICATION  AND  REVIEW  PROCEDURES 

A letter  of  intent  and  requests  for  additional  information  should  be  sent  to: 

Catherine  S.  Bell,  M.S. 

Program  Director  for  Behavioral  Smoking  Projects 
National  Cancer  Institute  (DRCCA)  (BMB) 

Blair  Building  - Room  629 
8300  Colesville  Road 
Bethesda,  Maryland  20205 

Telephone:  (301)  427-8656 

Application  kits  may  be  obtained  from  an  organization's  application  control  office 
or  from  the: 


Division  of  Research  Grants 
National  Institutes  of  Health 
Bethesda,  Maryland  20205 

The  application  receipt  dates  for  grants  submitted  under  this  program 
announcement  are  those  indicated  in  PHS  form  398. 

Completed  applications  are  to  be  sent  to: 

Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 
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ANNOUNCEMENT 


TOBACCO  AND  THE  BLUE  COLLAR  WORKER 

DIVISION  OF  RESOURCES,  CENTERS  AND  COMMUNITY  ACTIVITIES 

NATIONAL  CANCER  INSTITUTE 


The  Division  of  Resources,  Centers,  and  Community  Activities  (DRCCA)  of  the  National 
Cancer  Institute  (NCI)  has  the  principal  Federal  responsibility  for  assuring  the  rapid  and 
effective  application  of  cancer  research  findings  in  the  fields  of  prevention,  detection, 
diagnosis,  treatment,  rehabilitation,  and  continuing  care.  DRCCA's  goal  is  to  develop 
the  means  for  reducing  cancer  morbidity  and  mortality. 

As  part  of  its  responsibilities  in  the  area  of  cancer  prevention,  DRCCA  is  expanding  its 
program  initiatives  under  the  NCrs  Smoking,  Cancer  and  Health  Program*  which  has 
been  designed  to  facilitate  the  development  of  effective  approaches  to  smoking 
prevention  and  cessation.  The  purpose  of  this  announcement  is  to  encourage  research 
activities  which  will:  (1)  identify  those  factors  that  lead  to  recruitment,  maintenance, 
cessation,  and  recidivism  as  related  to  tobacco  use  in  the  blue  collar  population;  (2) 
identify  concurrent  and  interacting  conditions  which  may  lead  to  shifts  in  tobacco  usage 
patterns;  and  (3)  develop  prevention  and  cessation  strategies  which  can  be  integrated  into 
planned  or  on-going  workplace  based  health/and  or  anti-smoking  programs. 

I.  RATIONALE 

This  program  announcement  was  developed  in  response  to  survey  research  data 
which  indicate  that  51%  of  the  blue  collar  workers  are  smokers  as  contrasted  with 
37%  of  the  total  smokers  in  the  U.S.  population.  In  addition,  research  data  suggest 
that  blue  collar  workers  have  a potentially  greater  risk  of  exposure  to  known  and 
suspected  carcinogenic  substances  in  the  workplace.  This  occupational  exposure 
may  act  in  synergy  with  smoking  behavior  thus  exacerbating  the  risk  of  cancer  for 
this  population.1 


*NIH  Guide  for  Grants  and  Contracts  Vol.  9,  No.  1,  Oanurary  3,  1980. 

This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.393, 
Cancer  Cause  and  Prevention.  Awards  will  be  made  under  the  authority  of  the  PHS  Act 
Section  301(c)  and  Section  402,  PL  78-410,  as  amended;  (42  USC  241  and  242)  and 
administered  under  PHS  Grant  Policies  and  Federal  Regulations  42  CFR  Part  52  and  45 
CFR  Part  74.  This  program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems 
Agency  review. 


1 Surgeon  General's  Report  on  Health  Consequences  of  Smoking  1979. 
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II.  RESEARCH  GOALS  AND  SCOPE 

These  projects  will  focus  on  the  development  of  research  strategies  to  identify, 
within  a well-defined  population  group(s)— e.g.,  asbestos  workers,  who  are  tobacco 
users— the  antecedents,  correlates  and  consequences  that  are  related  to 
recruitment,  maintenance,  recidivism,  and  cessation  of  tobacco  use  in  blue  collar 
workers.  The  study  design  should  include  identification  of  those  concurrent  and 
interacting  conditions  which  may  lead  to  shifts  in  tobacco  usage  patterns— e.g., 
from  non-user  to  user,  occasional  user  to  regular  user,  regular  user  to  non-user, 
cigarette  smoker  to  smokeless  tobacco  user,  etc.  The  project  should  focus  on  the 
individual,  social,  and  environmental  factors  that  determine  the  influences 
affecting  tobacco  use  in  the  blue  collar  worker,  e.g.,  occupational  related  stress, 
social  support  and  interaction  effects,  need  for  stimulation,  maintenance  of  status, 
etc.  Knowledge  of  the  adverse  health  effects  that  result  from  the  interaction 
between  tobacco  use  and  exposure  to  known  and  suspected  carcinogens  in  the 
workplace  will  be  a general  requirement.  The  study  design  should  include  a reliable 
definition  of  the  status  of  tobacco  usage  among  blue  collar  workers  and  should 
consider  multiple  forms  of  tobacco  use,  e.g.,  regular  tobacco  cigarettes,  cigars  and 
pipes,  non-tobacco  smoking  products,  chewing,  and  dipping.  In  addition  to  self- 
report,  the  study  design  should  include  biochemical  measurements  to  validate  self- 
reporting,  as  well  as  to  provide  independent  estimates  of  levels  of  tobacco  use. 
The  investigator  should  address  application  of  research  results  to  future  prevention 
and  cessation  strategies. 

Description  of  the  research  population,  rationale  for  the  method  of  sampling, 
definition  of  the  variables  and  size  of  the  sample,  as  well  as  proven  access  and 
cooperation  from  the  intended  research  sample  and  appropriate  labor  and 
management  representatives  will  be  required. 

The  program  is,  therefore,  seeking  grant  applications  concerned  with  basic  and 
applied  studies  in  disease  prevention  with  an  emphasis  on  behavioral,  attitudinal, 
and  motivational  factors,  as  well  as  other  appropriate  research  areas. 

III.  GENERAL  INFORMATION 

It  should  be  emphasized  that  this  statement  of  interest  in  developing  new  grant 
applications  is  neither  a Request  for  Applications  (RFA  - Grants)  nor  a Request  for 
Proposals  (RFP  - Contracts),  but  rather  an  announcement  of  the  National  Cancer 
Institute's  intent  to  stimulate  investigator  initiated  reserch  in  the  stated  area.  As 
such,  proposals  are  reviewd  by  the  usual  NIH  peer  review  groups  for  technical  merit 
and  recommendation  to  the  National  Cancer  Advisory  Board.  Additional  needs  for 
specific,  in-depth  activity  in  any  or  all  of  the  Programs  may  be  met  in  the  future 
with  the  issuance  of  RFAs  and/or  RFPs. 

The  announcement  leaves  the  choice  of  specific  research  objective,  identification 
of  specific  aims,  development  of  appropriate  protocols  and  methodology,  and  the 
procedures  for  analysis  and  interpretation  of  data  to  the  investigators'  initiative. 
However,  once  the  award  is  made  under  the  program,  any  substantial  modification 
of  the  research  originally  proposed  must  be  mustally  agreed  upon  by  the 
investigator  and  the  respective  NCI  division. 

For  purposes  of  tracing  responses  to  this  program  announcement,  investigators 
should  indicate  its  title  on  line  2,  page  1 of  the  PHS  398  grant  application. 
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IV.  APPLICATION  AND  REVIEW  PROCEDURES 

A letter  of  intent  is  encouraged  and  requests  for  additional  information  should  be 
sent  to: 


Catherine  S.  Bell,  M.S. 

Program  Director  for  Behavioral  Smoking  Projects 

National  Cancer  Institute,  DRCCA,  BMB 

Blair  Building  - Room  629 

8300  Colesville  Road 

Bethesda,  Maryland  20205 

Telephone:  (301)  427-8656 

Application  kits  may  be  obtained  from  an  organization's  application  control  office 
or  from  the: 


Division  of  Research  Grants 
National  Institutes  of  Health 
Bethesda,  Maryland  20205 

The  application  receipt  dates  for  grants  submitted  under  this  program 
announcement  are  included  in  PHS  form  398. 

Completed  applications  are  to  be  sent  to: 

Division  of  Research  Grants 
Westwood  Building  - Room  240 
National  Institutes  of  Health 
5333  Westbard  Avenue 
Bethesda,  Maryland  20205 
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ANNOUNCEMENT 


NEW  NIH  BIOTECHNOLOGY  HIGH  VOLTAGE  ELECTRON  MICROSCOPE  (HVEM) 

RESOURCE  AVAIL  ABLE  TO  BIOLOGICAL  AND  MEDICAL  RESEARCHERS 
DIVISION  OF  RESEARCH  RESOURCES 


The  Biotechnology  Resources  Program  (BRP),  Division  of  Research  Resources  (DRR), 
National  Institutes  of  Health  (NIH),  is  supporting  part  of  the  operation  of  the  1.2  million 
volt  electron  microscope  at  the  Albany,  New  York  State  Department  of  Health 
installation,  under  the  direction  of  Dr.  Donald  Parsons,  to  provide  access  to  national 
users. 

This  installation  is  operated  as  a State  facility  in  the  Northeast  Region,  and  is  now 
available  on  a national  basis  to  users,  who  are  qualified  scientists  with  appropriate 
biomedical  projects,  irrespective  of  institutional  affiliation  or  geographical  location. 

In  applying,  the  need  for,  or  appropriateness  of  the  Albany  installation  should  be  stated. 
Interested  scientists  should  submit  a brief  proposal  (one  to  four  pages)  which  includes  the 
following  information: 

1.  Title,  name,  address  and  phone  number. 

2.  Curriculum  vitae  of  the  investigator. 

3.  Description  of  the  proposed  project,  of  which  the  HVEM  study  will  be  a part. 

4.  Statement  of  the  biomedical  value  of  the  project. 

3.  Justification  for  the  use  of  the  HVEM;  explanation  of  its  appropriateness  to 
the  project  proposed. 

6.  Results  already  obtained  by  light  or  conventional  electron  microscopy  at  100 
KV,  200  KV  or  lower  voltages.  Selected  micrographs  should  be  enclosed. 

7.  Nature  of  the  specimens,  specific  methods  used  in  specimen  preparation  and 
suitability  for  HVEM  should  be  documented. 

8.  A concise  bibliography  directed  relevant  to  the  proposed  project  should  be 
given. 

9.  An  initial  visit  for  a pilot  study  will  be  allowed  in  relation  to  your  plan  for 
microscope  time,  which  must  be  estimated  in  your  application.  Further  visits 
will  be  subject  to  review  by  the  Advisory  Committee. 
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Potential  users  are  encouraged  to  consult  members  of  the  Resource  Group,  and  the 
Advisory  Committee,  for  technical  advice  on  specimen  preparation  and  advance  study 
advisable  before  a visit.  Instructions  on  HVEM  technique  and  the  various  modes  of 
operation  and  the  accessories  of  the  HVEM  are  available  from  the  Resource  and  should 
be  obtained  early.  Periodic  workshops  on  the  theory  and  practice  of  HVEM  and 
associated  image  processing  will  be  arranged. 

Mail  your  outline  to: 

Dr.  Donald  F.  Parsons,  Director 
HVEM  Laboratory 

Center  for  Laboratories  and  Research 
New  York  State  Department  of  Health 
Empire  State  Plaza 
Albany,  New  York  12201 

Telephone:  (518)  474-7047  or  474-7049 

Advisory  Committee: 

Dr.  Lee  D.  Peachey  (Chairman),  217  Leidy  Laboratories  of  Biology  G7, 

University  of  Pennsylvania,  Philadelphia,  PA  19104  - Tel:  (215)  243-5788. 

Dr.  Caroline  Damsky,  Wistar  Institute,  Philadelphia,  PA. 

Dr.  Barry  S.  Eckert,  State  University  of  New  York  at  Buffalo,  Buffalo,  NY. 

Dr.  Robert  M.  Fisher,  US  Steel  Research  Lab.,  Monroeville,  PA. 

Dr.  Stephen  Hui,  Roswell  Park  Memorial  Hospital,  Buffalo,  NY. 

Dr.  Gordon  Kaye,  Albany  Medical  College,  Albany,  NY. 

Dr.  William  Massover,  New  3ersey  Medical  School,  Newark,  N3. 

Dr.  3ean-Paul  Revel,  California  Institute  of  Technology,  Pasadena,  CA. 

Dr.  Sam  McGee-Russell,  State  University  of  New  York,  Albany,  NY. 

Dr.  3ohn  Wolosewick,  University  of  Illinois  Medical  Center,  Chicago,  IL  60612. 
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ANNOUNCEMENT 


AVAILABILITY  OF  SENIOR  INTERNATIONAL  FELLOWSHIPS  FOR  1984-85 
JOHN  E.  FOGARTY  INTERNATIONAL  CENTER  FOR  ADVANCED  STUDY 
IN  THE  HEALTH  SCIENCES 


The  John  E.  Fogarty  International  Center  for  Advanced  Study  in  the  Health  Sciences 
(FIC)  announces  the  availability  of  senior  postdoctoral  research  fellowships  to  U.S.  health 
scientists  who  wish  to  conduct  collaborative  research  abroad.  The  purpose  of  these 
fellowships  is  to  enhance  the  exchange  of  ideas  and  information  in  the  biomedical, 
behavioral  and  health  sciences.  The  types  of  activity  that  are  supported  by  this  program 
include  collaboration  in  health  sciences,  basic  or  clinical  research,  and  the 
familiarization  with  or  utilization  of  special  techniques  and  equipment  not  otherwise 
available  to  the  applicant.  This  program  does  not  provide  support  for  brief  observational 
visits,  attendance  at  scientific  meetings,  attendance  in  formal  training  courses, 
independent  research  projects,  or  full-time  clinical,  technical  or  teaching  services. 

I.  ELIGIBILITY  REQUIREMENTS 

Applicants  must  meet  the  following  requirements: 

1.  Be  a U.S.  citizen  or  permanent  U.S.  resident; 

2.  Hold  a doctoral  degree  in  one  of  the  biomedical,  behavioral  or  health 
sciences; 

3.  Have  five  years  or  more  postdoctoral  experience; 

4.  Have  professional  experience  in  one  of  the  health,  biomedical  or 
behavioral  sciences  for  at  least  two  of  the  last  four  years; 

5.  Hold  a full-time  appointment  on  the  staff  of  the  U.S.  nominating 
institution; 

6.  Be  nominated  by  the  dean  or  appropriate  U.S.  institutional  official; 

7.  Be  invited  by  the  foreign  institution. 

II.  APPLICATION  AND  SELECTION 

Fellowship  applications  are  reviewed  once  annually.  The  receipt  date  for  Senior 
International  Fellowship  applications  is  June  1,  1983.  All  applications  are  reviewed 
for  scientific  merit  by  the  National  Institutes  of  Health  (NIH).  Fellowship  awards 
are  made  for  periods  of  three  to  twelve  months.  A fellowship  can  be  activated 
within  one  year  after  receiving  the  Notice  of  Award  and  the  starting  date  of  the 
fellowship  is  set  by  mutual  agreement  between  the  fellow  and  the  collaborator  at 
the  foreign  host  institution.  Prospective  applicants  for  the  Senior  International 
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Fellowship  Program  may  obtain  information  brochures  from  FIC.  Fellowship 
applications  will  be  available  from  the  FIC  between  January  15  and  May  15,  1983, 
and  may  be  requested  only  by  the  dean  or  equivalent  institutional  official. 
Information  an  fellowship  applications  are  available  from: 

Senior  International  Fellowship  Program 
International  Research  and  Awards  Branch 
Fogarty  International  Center 
National  Institutes  of  Health 
Bethesda,  Maryland  20205 


For  an  expeditious  reply,  please  send  a self-addressed  label  with  your  request  to  the 
above  address. 
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ANNOUNCEMENT 

REQUEST  FOR  RESEARCH  GRANT  APPLICATIONS:  RFA 

RFA-NIH-NHL BI-DHVD  83G-A 

CORONARY  ARTERY  REACTIVITY,  INJURY  AND  THROMBOSIS 
NATIONAL  HEART,  LUNG,  AND  BLOOD  INSTITUTE 

Application  Receipt  Date:  April  15,  1983 


I.  PURPOSE 

The  Division  of  Heart  and  Vascular  Diseases  (DHVD),  National  Heart,  Lung,  and 
Blood  Institute  (NHLBI),  invites  grant  applications  for  support  of  research  on  the 
interaction  of  vascular  reactivity,  injury,  and  thrombosis  in  coronary  arteries  as 
contributing  factors  to  myocardial  ischemia.  Applications  received  in  response  to 
this  request  will  participate  in  a single  competition. 

II.  DISCIPLINES  AND  EXPERTISE 

Among  the  disciplines  and  expertise  that  may  be  appropriate  for  this  research  are 
biochemistrv,  coronary  physiology,  electrophysiology,  hematology  and  coagulation, 
hemorrheology,  pathology,  pharmacology  and  immunology. 

III.  BACKGROUND 

A.  Administrative  Background 

In  1971,  the  Institute  began  a research  program  of  investigation  of  the 
fundamental  physiology  and  biochemistry  of  ischemic  myocardium.  The 
program  was  expanded  in  1975,  to  include  research  involving  the  application 
of  laboratory  findings  to  the  clinical  setting.  Subsequently,  as  the  concept  of 
salvageable  myocardium  developed,  emphasis  shifted  to  investigations  of 
interventions  which  might  limit  the  size  of  an  evolving  infarction. 

In  addition  to  these  research  programs,  the  NHLBI  is  conducting  a clinical 
trial,  The  Multicenter  Investigation  of  the  Limitation  of  Infarct  Size  (MIL IS), 
to  assess  the  efficacy  of  two  drugs,  propranolol  and  hyaluronidase,  in  limiting 
the  size  of  an  infarct  when  administered  within  18  hours  of  the  onset  of 
symptoms  of  presumed  myocardial  infarction.  The  NHLBI  has  also  supported 
a substantial  number  of  laboratory  and  clinical  investigations  concerning  the 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.837, 
Heart  and  Vascular  Diseases.  Awards  will  be  made  under  the  authority  of  the  Public 
Health  Service  Act,  Section  301  (42  USC  241)  and  administered  under  PHS  grant  policies 
and  Federal  regulations,  most  specifically  42  CFR  Part  52  and  45  CFR  Part  74.  This 
program  is  not  subject  to  A-9 5 Clearinghouse  or  Health  Systems  Agency  review. 
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should  request  travel  funds  for  a two-day  meeting  each  year,  most  likely  to  be  held 
in  Bethesda,  Maryland.  Applicants  should  also  include  a statement  in  their 
applications  indicating  their  willingness  to  participate  in  such  meetings. 

Applicants,  who  will  plan  and  execute  their  own  research  programs,  are  requested 
to  furnish  their  own  estimates  of  the  time  required  to  achieve  the  objectives  of  the 
proposed  research  project;  however,  the  award  period  for  this  activity  will  not 
exceed  three  years.  At  the  end  of  the  initial  award  period  renewal  applications 
may  be  submitted  for  competitive  review  through  the  regular  grant  program  of  the 
NIH.  It  is  anticipated  that  support  for  this  program  will  begin  on  September  30, 
1983. 

The  current  policies  and  requirements  that  govern  the  research  grant  programs  of 
the  NIH  will  prevail. 

VII.  REVIEW  PROCEDURES  AND  CRITERIA 

A.  Review  Method 

Applications  responding  to  this  RFA  will  be  reviewed  for  scientific  and 
technical  merit  by  an  initial  review  group,  which  will  be  convened  by  the 
Division  of  Extramural  Affairs  (DEA),  NHLBI,  solely  to  review  these 
applications.  Upon  receipt,  applications  will  be  reviewed  for  their 
responsiveness  to  the  objectives  of  this  RFA.  If  an  application  is  judged 
unresponsive,  the  applicant  will  be  contacted  and  given  an  opportunity  to 
withdraw  the  application  or  to  have  it  considered  for  the  regular  research 
grant  program  of  the  NIH.  If  a proposal  submitted  in  response  to  this  RFA  is 
identical  to  a research  grant  application  already  submitted  to  the  NIH  for 
review, the  applicant  will  be  asked  to  withdraw  the  pending  application  before 
the  new  one  is  accepted.  Simultaneous  submission  of  identical  applications 
will  not  be  allowed. 

B.  Review  Criteria 

The  factors  to  be  considered  in  the  evaluation  of  scientific  merit  of  each 
application  will  be  similar  to  those  used  in  the  review  of  traditional  research- 
project  grant  applications;  the  novelty,  originality,  and  feasibility  of  the 
approach;  the  training,  experience,  and  research  competence  of  the 
investigator(s);  the  adequacy  of  the  experimental  design;  the  suitability  of  the 
facilities;  and  the  appropriateness  of  the  requested  budget  to  the  work 
proposed.  An  additional  criterion  will  be  the  importance  of  the  proposed 
research  to  the  objectives  of  this  RFA. 

VIII.  METHOD  OF  APPLYING 

A.  Letter  of  Intent 

* 

Prospective  applicants  are  encouraged  to  submit  to  the  Review  Branch  of  the  r 
Institute  a one-page  letter  of  intent  that  includes  a brief  synopsis  of  the  / 
proposed  research  and  identification  of  any  other  participating  institutions. 

The  Institute  requests  such  letters  for  the  the  purpose  of  providing  an  r 
indication  of  the  number  and  scope  of  applications  to  be  received.  A letter  of 
intent  is  not  binding,  and  it  will  not  enter  into  the  review  of  any  application 
subsequently  submitted,  nor  is  it  a necessary  requirement  for  application. 
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formation  and/or  the  metabolic  products  of  the  thrombus.  Conversely  it  is 
not  known  whether  vasospasm  could  induce  thrombus  formation  in  the 
coronary  arteries. 

Thus  it  seems  timely  to  encourage  fundamental  studies  of  the  problem. 

IV.  OBJECTIVES  AND  SCOPE 

This  special  grant  program  is  intended  to  encourage  the  development  of  a 
comprehensive  and  integrated  understanding  of  the  biology  and/or  pathophysiology 
of  the  coronary  arteries,  particularly  in  relation  to  the  interplay  of  factors 
affecting  vasomotion  and  thrombus  formation.  These  studies  may,  but  not 
necessarily  should,  involve  an  in  vivo  and  an  _in  vitro  component  to  allow 
comparison  of  findings  in  the  same  preparation.  The  peripheral  blood  vessels  may 
be  studied,  but  only  to  the  extent  that  the  hypothesis  and  experimental  results  are 
relevant  to  the  native  coronary  circulation.  A variety  of  animal  species  may  be 
investigated  but  the  model  selected  should  be  clearly  justified.  Human  material 
obtained  at  surgery  or  autopsy  may  also  be  suitable  for  these  investigations.  Topics 
of  interest  include,  but  are  not  limited  to,  changes  in  rheology,  the  role  of  formed 
elements  of  the  blood  in,  for  example,  clotting  and  the  production  of  arachidonic 
acid  metabolites,  the  role  of  the  various  components  of  the  vessel  wall,  the  effect 
of  atherosclerosis  on  vasospasm,  the  effects  of  vasoactive  peptides  and  more 
generally  other  neurohormonal  factors,  and  the  distribution  and  density  of 
receptors  affecting  vascular  tone.  Also  of  interest  are  changes  in  the  mechanical 
properties  of  vessel  walls  and  the  concomitant  changes  in  collagen  and  elastin 
content,  which  might  result  in,  or  be  the  cause  of  vasospasm  in  the  coronary 
arteries. 

V.  EXCLUSIONS 

Studies  of  the  causes  of,  or  factors  leading  to,  progressive  atherosclerosis  would 
not  be  considered  responsive  to  this  RFA,  unless  related  to  the  phenomenon  of 
coronary  vasospasm  or  coronary  thrombosis  in  terms  of  special  conditions 
pertaining  to  the  specific  properties  of  coronary  arteries.  Furthermore,  studies  of 
injury  to  heart  muscle  are  not  appropriate  for  this  program.  Although  the  research 
topic  may  be  multidisciplinary,  it  is  not  the  intent  of  this  request  to  solicit 
proposals  for  large  studies  encompassing  a variety  of  essentially  independent 
research  projects  (program  projects). 

VI.  MECHANISM  OF  SUPPORT 

The  support  mechanism  for  this  program  will  be  the  traditional,  individual, 
research-project  grant.  Although  $800,000,  total  costs,  for  this  program  are 
included  in  the  financial  plans  for  fiscal  year  1983,  award  of  grants  pursuant  to  this 
RFA  is  contingent  upon  receipt  of  funds  for  this  purpose.  It  is  anticipated  that  six 
to  eight  grants  will  be  awarded  under  this  program.  The  specific  amount  to  be 
funded  will,  however,  depend  on  the  merit  and  scope  of  the  applications  received 
and  the  availability  of  funds.  Since  a variety  of  approaches  would  represent  valid 
responses  to  this  announcement,  it  is  anticipated  that  there  will  be  a range  of  costs 
among  individual  grants  awarded. 

Upon  initiation  of  the  program,  the  DHVD  will  sponsor  periodic  meetings  to 
encourage  exchange  of  information  among  investigators  who  participate  in  this 
program.  In  the  preparation  of  the  budget  for  the  grant  application,  applicants 
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pathophysiology  of  myocardial  ischemia  and  therapeutics  aimed  at  limiting 
infarct  size  through  the  Ischemic  Heart  Disease  Specialized  Centers  of 
Research  (SCOR)  Program. 

However,  these  programs  are  not  directed  specifically  toward  elucidating  the 
role  of  coronary  vasomotion  and  thrombosis  in  the  development  of  ischemia 
or  the  possible  effects  these  two  phenomena  may  have  upon  each  other  in 
causing  or  exacerbating  ischemia  and  coronary  occlusion.  Furthermore,  while 
considerable  research  has  been  directed  toward  the  injury  process  in  cardiac 
muscle,  little  attention  has  been  paid  to  the  occurrence  and  significance  of 
injury  in  coronary  arteries  as  a cause  or  effect  of  vasospasm  and/or 
thrombosis. 

B.  Scientific  Background 

There  are  two  important  clinical  phenomena  which  require  further  research  in 
terms  of  their  significance  in  ischemic  heart  disease.  (1)  Increased  tone  of 
large  coronary  arteries  sufficient  to  cause  coronary  spasm  has  been 
implicated  in  some  cases  of  clinical  myocardial  infarction  and  in  a substantial 
number  of  patients  with  rest  angina.  (2)  The  occurrence  of  occlusive  thrombi 
in  the  coronary  arteries  has  been  observed  by  pathological  examination  in 
approximately  80  percent  of  patients  dying  of  acute  transmural  myocardial 
infarction.  In  addition,  occlusion  of  the  infarct-related  artery  has  been 
documented  by  coronary  angiography  in  approximately  80  percent  of  the 
patients  studied  in  the  early  hours  after  infarction.  Approximately  75 
percent  of  these  completely  occluded  coronary  arteries  open  with 
intracoronary  thrombolytic  therapy  to  reveal  a high  grade  coronary  lesion. 
This  indicates  that  thrombosis  is  important  in  the  genesis  of  myocardial 
infarction. 

Clinical  investigators  are  currently  assessing  the  efficacy  of  calcium 
antagonists  for  the  treatment  of  coronary  artery  spasm  and  of  thrombolytic 
agents  for  the  restoration  of  blood  flow  in  coronary  arteries  with  occlusive 
thrombi.  However,  it  is  clear  that  these  therapies  are  not  necessarily 
definitive  and  certainly  not  curative.  For  example,  recurrent  ischemia  and/or 
reocclusion  occur  in  a significant  number  of  patients  and  it  is  likely  that  the 
underlying  lesions,  or  interplay  of  precipitating  factors  remain  essentially 
unchanged.  Furthermore,  the  factors  which  promote  the  conversion  of  a 
functionally  impaired  artery,  or  a marginally  functional  artery,  to  one  which 
results  in  critical  coronary  spasm  and/or  thrombosis  leading  to  irreversible 
myocardial  damage  are  poorly  understood.  Some  evidence  suggests  that 
occlusion  of  an  artery  reoccurs  at  a specific  location  and  that  there  may  be 
special  physical,  biochemical  or  anatomic  conditions  pertaining  to  that 
location  which  predispose  it  to  occlusion.  There  is  also  the  possibility  that 
varying  conditions  may  exist  in  the  affected  location  resulting  in  a cyclic  or 
periodic  exacerbation  of  the  ischemia. 

A number  of  mechanisms  mav  be  postulated  to  contribute  to  coronary  spasm, 
but  very  little  information  is  available  about  their  relative  importance.  For 
example,  it  is  not  known  to  what  extent  the  segment  of  the  coronary  artery 
which  undergoes  spasm  is  damaged  or  contains  a non-occlusive  thrombus. 
Although  considerable  information  is  available  about  thrombus  formation  per 
se,  it  is  unclear  to  what  extent  vasospasm  can  be  induced  by  thrombus 


This  letter  should  be  received  no  later  than  February  15,  1983,  and  sent  to: 

Dr.  Charles  L . T urbyf ill 
National  Heart,  Lung,  and  Blood  Institute 
Westwood  Building  - Room  553 
Bethesda,  Maryland  20205 

B.  Format  for  Application 

Submit  applications  on  form  PHS  398,  the  application  form  for  the  traditional 
research-project  grant.  This  form  is  available  in  an  applicant  institution's 
office  of  sponsored  research  or  business  office  orfrom  the  Division  of 
Research  Grants  (DRG).  Use  the  conventional  format  for  research-project 
grant  applications  and  ensure  that  the  points  identified  in  the  Section  on 
"Review  Procedures  and  Criteria"  are  fulfilled. 

To  identify  the  application  as  a response  to  this  RFA,  check  "yes"  on  Item  2 
of  page  1 of  the  application  and  enter  the  title  CORONARY  ARTERY 
REACTIVITY,  INJURY  AND  THOROMBOSIS  and  the  RFA  number  NIH 
NHL  BI-DHVD-83G-A. 

C.  Application  Procedure 

Send  or  deliver  the  completed  application  and  six  (6)  signed,  exact 
photocopies  of  it  to: 


Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
Bethesda,  Maryland  20205 


Send  an  additional  twenty  (20)  copies  of  the  application  to: 

Review  Branch,  DEA 

National  Heart,  Lung,  and  Blood  Institute 
National  Institutes  of  Health 
Westwood  Building  - Room  5A15 
Bethesda,  Maryland  20205 

Applications  must  be  received  by  April  15,  1983.  An  application  not  received 
by  this  date  will  be  considered  ineligible,  but  after  discussion  with  the 
applicant,  it  may  be  considered  as  a regular  research-project  grant 
application. 

D.  Timetable 


Letter  of  intent 
Application  receipt  date 
Review  by  the  National  Heart, 
Lung, and  Blood  Advisory 
Council 

Notification  of  applicants 
Anticipated  award  date 


February  15,  1983 
April  15,  1983 


September  22-24,  1983 
September  28,  1983 
September  30,  1983 


NIH  GUIDE  FOR  GRANTS  AND  CONTRACTS 

Vol.  11,  No. 14,  December  31,  1982 


33 


E.  Inquiries 

Inquiries  regarding  this  announcement  may  be  directed  to  the  program 
administrator: 


Dr.  Constance  Weinstein 
National  Institute  of  Health 
Federal  Building  - Room:  3C-06 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-1081 
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ANNOUNCEMENT 

REQUEST  FOR  RESEARCH  GRANT  APPLICATIONS:  RFA 
RFA-NIH-NHL  BI-DL  D-83G-B 

DEFENSE  FUNCTIONS  IN  THE  DEVELOPING  RESPIRATORY  SYSTEM 
NATIONAL  HEART,  LUNG,  AND  BLOOD  INSTITUTE 

Application  Receipt  Date:  April  15,1983 


I.  BACKGROUND 

The  goal  of  this  special  grant  program  is  to  improve  our  understanding  of  the 
functional  development  of  defense  functions  such  as  mucociliary  clearance, 
phagocytosis,  and  local  immune  responses  relative  to  host  defense,  in  the 
tracheobronchial  tree  and  at  the  alveolar  level  during  fetal  and  postnatal  life. 

Studies  on  host-defense  mechanisms  in  the  respiratory  system  that  are  needed  to 
maintain  the  lung  in  an  aseptic  state  have  been  given  considerable  attention  in 
adults  in  recent  years.  In  the  immature  and  developing  respiratory  system, 
however,  our  knowledge  of  such  mechanisms  is  rather  limited  and  incomplete. 

The  immature  and  developing  lung  is  particularly  vulnerable  to  microorganisms  and 
other  types  of  insults,  and  respiratory  infections  are  among  the  most  important 
contributors  to  morbidity  of  respiratory  disorders  in  the  first  years  of  life.  Current 
estimates  indicate  that  the  rate  of  bronchiolitis  attacks  may  exceed  16  per  year 
per  hundred  infants  less  than  six  months  of  age,  and  that  the  risk  of  hospitalization 
for  these  infants  is  in  the  order  of  10  per  1,000  infants  per  year. 

To  further  compound  this  problem  it  is  now  recognized  that  a significant  number  of 
very  immature  survivors  of  acute  respiratory  distress  often  have  persistent 
complications  such  as  secondary  infections  and  recurrent  bronchial  obstruction. 
Although  conclusive  data  are  still  lacking,  it  is  suspected  that  respiratory  illnesses 
in  infancy  and  childhood  may  contribute  to  respiratory  disorders  and  pulmonary 
function  abnormalities  later  in  life. 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance,  No.  13.838, 
Lung  Diseases.  Awards  will  be  made  under  the  authority  of  the  Public  Health  Service 
Act,  Section  301  (42  USC  241)  and  administered  under  PHS  grant  policies  and  Federal 
regulations,  most  specifically  42  CFR  Part  52  and  45  CFR  Part  74.  This  program  is  not 
subject  to  A-95  Clearinghouse  or  Health  Systems  Agency  review. 
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It  is  suspected  that  loss  of  ciliary  movement  and  goblet  cell  function  may  occur  as 
a result  of  repeated  intubation  and  suctioning,  and  that  such  injuries  may  promote 
invasion  of  microorganisms  that  are  difficult  to  eradicate.  Furthermore,  it  has 
been  noted  that  neonates  who  survice  a long  period  of  oxygen  and  ventilator 
dependency  seem  to  be  particularly  at  risk  for  acute  pulmonary  insufficiency, 
necessitating  hospitalization,  or  for  recurrent  bronchiolitis  during  the  first  2-3 
years  of  life.  Fundamental  knowledge  on  the  status  of  respiratory  defense 
functions  such  as  mucociliary  clearance,  alveolar  macrophage  phagocytosis  and 
local  immune  responses  as  they  apply  to  host  defense,  is  currently  lacking  for  the 
developing  respiratory  system. 

Specifically,  the  degree  of  maturation  of  such  defense  functions  at  birth  and  during 
development,  their  responsiveness  to  challanges,  and  their  vulnerability  to  insult 
are  in  need  of  investigation.  Consequently,  management  and  prevention  of  some  of 
the  most  significant  respiratory  problems  during  development  is  mainly  empirical. 
It  is  anticipated  that  a systematic  approach  to  elucidating  the  functional 
development  of  such  mechanisms  may  provide  a scientific  rationale  for  improved 
therapy  and  prevention. 

II.  OBJECTIVES  AND  SCOPE 

The  specific  objective  of  this  program  is  to  encourage  research  on  functional 
development  of  mucociliary  clearance,  phagocytosis,  and  local  immune  responses 
relative  to  host  defense  against  infectious  agents,  in  the  tracheobronchial  tree  and 
at  the  alveolar  level  in  fetal  and  postnatal  life.  For  the  purpose  of  this 
announcement,  fetal  life  denotes  a time  not  earlier  than  the  third  trimester. 
Investigations  may  be  carried  out  in  vivo  or  in  vitro,  on  intact  lungs,  organ  cultures 
or  isolated  cells,  but  must  be  designed  so  that  meaningful  extrapolations  to  the 
functional  development  of  human  lung  defense  are  possible.  Although  defense 
functions  during  normal  lung  development  should  be  a major  theme  of  the 
applications,  they  may  also  include  studies  aimed  towards  understanding  alterations 
in  defense  functions  in  response  to  insults  or  stimuli  that  are  comparable  to  those 
likely  to  occur  particularly  in  human  infants  and  children  receiving  respiratory 
care. 

Structural  studies  are  encouraged  if  aimed  towards  elucidating  structure-function 
relationships.  Studies  on  the  mature  respiratory  system  may  be  included  if  the 
intent  is  to  make  relevant  comparisons  with  the  developing  respiratory  system,  but 
major  emphasis  must  be  on  the  latter. 

Research  topics  presented  below  are  intended  to  provide  a perspective  of  the  scope 
of  research  that  would  meet  the  goals  of  this  program.  It  is  not  required  that  all  of 
these  examples  be  included.  Investigators  are  encouraged  to  consider  other 
relevant  approaches  designed  to  expand  our  understanding  of  functional 
development  of  defense  functions  in  the  lung  in  fetal  and  postnatal  life. 

1)  Alveolar  macrophages  and  local  immune  responses. 

Although  alveolar  macrophages  constitute  the  major  phagocytic  defense 
of  the  lung,  and  although  considerable  research  has  been  directed  in  the 
past  to  studies  of  the  morphology,  metabolism,  and  function  of  these 
mononuclear  cells,  little  is  known  about  their  functional  maturation 
during  fetal  and  neonatal  development  including  their  capacity  at 
different  stages  during  development  for  phagocytosis  and  transportation 
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of  particles,  and  the  influence  of  the  environment  (e.g.,  0 2 

concentration)  on  their  function.  It  has  been  reported  that  the  alveolar 
macrophages  in  the  newborn  are  unable  to  respond  to  bacterial  and  viral 
challenges  and  lungs  of  infants  have  been  reported  to  have  lower 
phagocytic  activity  than  those  of  adults.  The  reasons  for  this,  however, 
remain  unclear  and  studies  are  needed  to  elucidate  ultrastructural  and 
biochemical  parameters  related  to  the  maturational  development  of 
alveolar  macrophages  and  their  phagocytic  and  microbicidal  activities. 

Development  of  local  immune  responses  and  the  extent  to  which  they 
may  influence  or  modify  the  response  of  the  immature  lung  to 
challenges  from  infectious  agents  are  not  well  understood.  Thus, 
although  T and  B cells  are  present  as  early  as  the  first  trimester,  their 
appearance  in  the  alveoli  and  their  interaction  with  alveolar 
macrophages  in  relation  to  immunologic  suppressor  or  stimulator 
reactions  need  investigation. 

2)  Mucociliary  transport 

The  extent  to  which  immaturity  or  impaired  responses  of  mucociliary 
transport  in  the  respiratory  system  contribute  to  the  high  rate  of 
virulent  respiratory  infections  in  the  premature  and  young  infants  and 
render  them  susceptible  to  other  insults  from  the  environment  is  poorly 
understood.  Ciliated  cells,  ciliary  motion  and  submucosal  glands  are 
present  in  utero  well  before  the  age  of  viability,  but  the  effectiveness 
of  the  mucociliary  transport  mechanism  in  the  immature  respiratory 
system  and  its  possible  reaction  to  mechanical  stimuli  such  as 
endotracheal  intubation  during  lung  development  need  elucidation.  In 
addition,  the  possible  relationship  between  the  presence  or  absence  of 
surfactant  and  alveolar-bronchiolar  transport  during  lung  development 
is  unclear.  It  is  known  that  factors  from  the  environment  may 
contribute  to  the  depressed  airway  defense  in  adults.  Irritants,  for 
example,  interacting  with  an  altered  airway  epithelium  may  stimulate 
exposed  sensory  receptors  resulting  in  increased  vagal  tone  and  chronic 
stimulation  of  submucosal  glands.  Altered  mucus  composition  and 
secretion  may  compromise  the  function  of  the  mucociliary  transport 
system  and  increase  the  risk  of  intercurrent  respiratory  infection. 
Whether  such  processes  occur  during  lung  maturation  and  compromise 
defense  functions  in  neonates  and  predispose  to  attacks  of  bronchiolitis 
is  poorly  understood. 

III.  EXCLUSIONS 

Epidemiological  studies  and  clinical  trials  will  not  be  supported  under  this 
announcement;  neither  will  studies  on  development  of  systemic  or  extrapulmonary 
immune  defense  functions,  or  studies  on  mechanism  of  pathogenicity  of  infectious 
agents. 

IV.  MECHANISM  OF  SUPPORT 

The  support  mechanism  for  this  program  will  be  the  traditional,  individual  research 
grant.  Although  approximately  $500,000  for  this  program  is  included  in  the 
financial  plans  for  fiscal  year  1983,  award  of  grants  pursuant  to  this  RFA  is 
contingent  upon  receipt  of  funds  for  this  purpose.  It  is  anticipated  that  four  to  six 
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grants  will  be  awarded  under  this  program.  The  specific  amount  to  be  funded  will, 
however,  depend  on  the  merit  and  scope  of  the  applications  received  and  the 
availability  of  funds.  Since  a variety  of  approaches  would  represent  valid  responses 
to  this  announcement,  it  is  anticipated  that  there  will  be  a range  of  costs  among 
individual  grants  awarded. 

Upon  initiation  of  the  program,  the  Division  of  Lung  Diseases  (DLD)  will  sponsor 
periodic  meetings  to  encourage  exchange  of  information  among  investigators  who 
participate  in  this  program.  In  the  preparation  of  the  budget  for  the  grant 
application,  applicants  should  request  travel  funds  for  a one-day  meeting  each  year, 
most  likely  to  be  held  in  Bethesda,  Maryland.  Applicants  should  also  include  a 
statement  in  their  applications  indicating  their  willingness  to  participate. 

Applicants  (who  will  plan  and  executive  their  own  research  programs)  are  requested 
to  furnish  their  own  estimates  of  the  time  required  to  achieve  the  objectives  of  the 
proposed  research  project;  however,  the  award  period  for  this  activity  should  not 
exceed  three  years.  At  the  end  of  the  initial  award  period,  renewal  applications 
may  be  submitted  for  further  competitive  review  through  the  regular  grant 
program  of  the  NIH.  It  is  anticipated  that  support  will  begin  on  September  30, 
1983. 

The  current  policies  and  requirements  that  govern  the  research  grant  programs  of 
the  National  Institutes  of  Health  (NIH)  will  prevail,  including  the  requirement  for 
cost  sharing. 

V.  REVIEW  PROCEDURES  AND  CRITERIA 

A.  Review  Method 

All  applications  submitted  in  response  to  this  RFA  will  be  reviewed  for 
scientific  and  technical  merit  by  an  initial  review  group,  which  will  be 
convened  by  the  Division  of  Extramural  Affairs  (DEA),  National  Heart,  Lung, 
and  Blood  Institute  (NHLBI),  solely  to  review  these  applications.  Upon 
receipt,  applications  will  be  reviewed  for  their  responsiveness  to  the 
objectives  of  this  RFA.  If  an  application  is  judged  unresponsive,  the  applicant 
will  be  contacted  and  given  an  opportunity  to  withdraw  the  application  or  to 
have  it  considered  for  the  regular  grant  program  of  the  NIH. 

If  a proposal  submitted  in  response  to  this  RFA  is  identical  to  a research 
grant  application  already  submitted  to  the  NIH  for  review,  the  applicant  will 
be  asked  to  withdraw  the  pending  application  before  the  new  one  is 
accepted.  Simultaneous  submission  of  identical  applications  will  not  be 
allowed. 

B.  Review  Criteria 

The  factors  to  be  considered  in  the  evaluation  of  scientific  merit  of  each 
applicant  will  be  similar  to  those  used  in  the  review  of  traditional  research 
project  grant  applications  including  the  novelty,  originality,  and  feasibility  of 
the  approach:  the  training,  experience,  and  research  competence  of  the 
investigator(s);  the  adequacy  of  the  experimental  design;  the  suitability  of  the 
facilities;  and  the  appropriateness  of  the  requested  budget  to  the  work 
proposed. 
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VI.  METHOD  OF  APPLYING 


A.  Letter  of  Intent 

Prospective  applicants  are  encouraged  to  submit  a one-page  letter  of  intent 
that  includes  a brief  synopsis  of  the  proposed  research  and  identification  of 
any  other  participating  institutions.  Such  letters  are  requested  for  the 
purpose  of  obtaining  an  indication  of  the  number  and  scope  of  applications  to 
be  received.  A letter  of  intent  is  not  binding,  and  it  will  not  enter  into  the 
review  of  any  application  subsequently  submitted,  nor  is  it  a necessary 
requirement  for  application.  This  letter  should  be  received  no  later  than 
February  15,  1983,  and  sent  to: 

Charles  L . T urbyfill,  Ph.D. 

National  Heart,  Lung,  and  Blood  Institute 
Westwood  Building  - Room  553 
Bethesda,  Maryland  20205 

B.  Format  for  Applications 

Submit  applications  on  form  PHS  398,  the  application  form  for  the  traditional 
research  project  grant.  This  form  is  available  in  an  applicant  institution's 
office  of  sponsored  research  or  from  the  Division  of  Research  Grants  (DRG). 
Use  the  conventional  format  for  research  project  grant  applications  and 
ensure  that  the  points  identified  in  the  section  on  "Review  Procedures  and 
Criteria"  are  fulfilled.  To  identify  the  application  as  a response  to  this  RFA, 
check  "yes"  on  item  2 of  page  1 of  the  application  and  enter  the  title 
"DEFENSE  FUNCTIONS  IN  THE  DEVELOPING  RESPIRATORY  SYSTEM"  and 
the  RFA  number  NIH-NHLBI-DL D-83G-B. 


C.  Application  Procedure 

Send  or  deliver  the  completed  application  and  six  (6)  signed,  complete 
photocopies  of  it  to: 

Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  5A15 
Bethesda,  Maryland  20205 

Applications  must  be  received  by  April  15,  1983.  An  application  not  received 
by  this  date  will  be  considered  ineligible. 

D.  Timetable 


Letter  of  intent 
Application  receipt  date 
Review  by  National  Advisory 
Council 

Anticipated  award  date 


February  15,  1983 
April  15,  1983 

September  1983 
September  30,  1983 
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E.  Inquiries 

Inquiries  regarding  this  announcement  may  be  directed  to  the  program 
administrator: 


Bitten  Stripp,  Ph.D. 

Chief,  Structure  and  Function  Branch 
Division  of  Lung  Diseases 
National  Heart,  Lung,  and  Blood  Institute 
National  Institutes  of  Health 
Westwood  Building  - Room  6A03 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-7171 
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ANNOUNCEMENT 


REQUEST  FOR  RESEARCH  GRANT  APPLICATION:  RFA 

RFA-NIH-NHL  BI-DHVD-83G-C 

BIOBEHAVIORAL  FACTORS  AFFECTING  HYPERTENSION  IN  BLACKS 
NATIONAL  HEART,  LUNG,  AND  BLOOD  INSTITUTE 

Application  Receipt  Date:  April  15,  1983 


I.  PURPOSE 

The  Division  of  Heart  and  Vascular  Diseases  (DHVD),  National  Heart,  Lung,  and 
Blood  Institute  (NHL  BI), invites  grant  applications  for  a single  competition  for 
support  of  research  on  the  interaction  of  physiological  and  behavioral  factors 
related  to  blood  pressure  variations  and  hypertension  among  Black  populations.  The 
major  purpose  of  this  special  grant  program  is  to  gain  basic  information  on  blood 
pressure  and  other  physiological  response  differences  among  population  subgroups 
in  the  presence  of  controlled  psychological  stressors. 

II.  DISCIPLINES  AND  EXPERTISE 

The  interdisciplinary  nature  of  this  research  makes  appropriate  combined  expertise 
from  biobehavioral  research  disciplines  (psychophysiology,  psychobiology, 
experimental  psychology)  in  cooperation  with  biomedical  disciplines  (physiology, 
cardiology,  neurobiology,  genetics,  and  nutrition). 

III.  BACKGROUND 

A.  Administrative  Background 

As  a component  of  the  Clinical  Applications  and  Prevention  Program  of  the 
DHVD,  the  Behavioral  Medicine  Branch  (DMB)  encourages  and  administers 
programs  of  biobehavioral  research  related  to  cardiovascular  health  and 
disease  issues.  The  program  fosters  maximum  collaboration  between  the 
biomedical  and  behavioral  science  communmities  on  research  problems  of 
mutual  concern  including  the  use  of  behavioral  techniques  to  elucidate  basic 
mechanisms  of  cardiovascular  control  and  identification  of  biobehavioral 
correlates  of  hypertension.  Within  that  program  objective,  this  solicitation  is 
responsive  to  recommendations  of  the  National  Black  Health  Providers  Task 


This  program  is  identified  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.837, 
Heart  and  Vascular  Diseases.  Awards  will  be  made  under  the  authority  of  the  Public 
Health  Service  Act,  Section  301  (42  USC  241)  and  administered  under  PHS  grant  policies 
and  Federal  regulations,  most  specifically  42  CFR  Part  52  and  45  CFR  Part  74.  This 
program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems  Agency  review. 
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Force  on  High  Blood  Pressure  Education  and  Control  (convened  by  NHLBI, 
October  1980)  for  research  on  the  role  of  psychological  and  social  stressors  in 
the  Black  community. 

Investigator-initiated  research  presently  supported  through  the  Behavioral 
Medicine  Branch  includes  several  projects  investigating  cardiovascular 
reactivity  to  controlled  stressors  in  the  laboratory,  monitoring  of  blood 
pressure  variations  in  response  to  identifiable  stressful  events  in  everyday 
life,  and  cardiovascular  and  neural  differences  in  subgroups  of  subjects  under 
behavioral  challenges.  A recent  (1982)  special  announcement  solicited 
proposals  for  biobehavioral  research  in  animals  on  genetic  and  developmental 
factors  in  the  etiology  of  hypertension.  Encouragement  of  research 
addressing  different  subgroup  responses  relevant  to  hypertension  in 
biobehavioral  studies  with  human  subjects  is  appropriate  and  within  the  scope 
of  program  emphasis. 

B.  Scientific  Background 

Hypertension  prevalence  rates  differ  among  population  subgroups  with  a 
significantly  higher  prevalence  of  the  disorder  reported  among  Blacks  as 
compared  to  Whites  in  this  country.  Although  the  etiology  of  hypertension  is 
not  clearly  understood,  a broad  spectrum  of  potential  physiological, 
psychological  and  environmental  contributors  to  the  development  of 
hypertension  has  been  identified  through  scientific  investigtions.  Research 
evidence  suggests  physiological  and  behavioral/environmental  factors  interact 
to  affect  differences  in  disease  prevalence  among  subgroups  and  that 
multifactorial  studies  of  differences  among  subgroups  such  as  Black  and 
White  populations  have  potential  for  elucidating  the  etiology  of  hypertension 
and  its  observed  higher  prevalance  among  Blacks. 

Epidemiological  studies  have  identified  psychosocial  and  environmental  stress 
factors  as  relevant  and,  in  some  case,  primary  variables  in  the  development 
of  hypertension.  Dietary  factors,  particularly  sodium  intake  in  combination 
with  a constitutional  predisposition  to  salt  sensitivity,  have  been  investigated 
as  contributing  to  increased  blood  pressure  levels.  Recent  research  explores 
the  potential  role  of  other  nutrients  (including  potassium,  calcium, 
magnesium)  to  elevated  blood  pressure  and  hypertension.  Biobehavioral 
research  on  cardiovascular  reactivity  to  laboratory  psychological  stressors 
reveals  that  behavioral  and  physiological  interactions  may  be  significant  for 
explaining  blood  pressure  variations.  However,  descriptive  studies  of 
environmental  stressors  in  the  development  of  hypertension  rarely  address 
interactions  of  psychological  and  physiological  factors  and  few  laboratory 
studies  have  conducted  research  on  the  effects  of  controlled  stressors  on 
specific  population  subgroups  including  Blacks. 

Physiological  studies  suggest  subgroup  differences,  such  as  increased 
sympathetic  tone  indicated  bv  plasma  renin  or  dopamine  beta-hydroxylase 
levels,  are  linked  to  blood  pressure  variations.  Sodium  excretion  and 
sodium/potassium  ratio  differences  between  Black  and  White  populations  have 
been  reported.  Recent  work  on  "mild"  hypertensives  suggests  that  different 
mechanisms  are  significant  for  development  of  hypertension  among  subgroups 
characterized  by  differing  physiological  indicators.  These  scientific  findings, 
however,  do  not  explain  blood  pressure  variations  or  hypertension  prevalence 
differences.  Evidence  suggests  a complex  etiology  for  hypertension  through 
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which  psychological  and  environmental  factors  interact  with  physiological 
variables  resulting  in  different  prevalence  rates  for  subgroups  including  Black 
and  White  populations. 

IV.  OBJECTIVES 

This  special  grant  program  is  for  the  support  of  research  on  the  interrelatedness  of 
physiological  mechanisms  which  in  combination  with  behavioral  factors  could 
clarify  the  conditions  for  development  of  hypertension  in  groups  with  significant 
differences  in  prevalence  of  hypertension.  Investigations  directed  toward  differing 
responses  of  Black  and  White  popultions  or  variables  significant  for  Black 
populations  are  required  by  this  special  program. 

V.  SCOPE 

The  proposed  research  should  be  dedicated  to  augmenting  existing  knowledge  of 
physiological  responses  of  Blacks  and  Whites  relevant  to  the  development  of 
hypertension  and  to  gain  basic  information  of  subgroup  responses  to  specific 
stressors  relevant  to  blood  pressure  variations.  Proposals  involving  interdisciplinry 
approaches  in  the  development  of  interactive  models  of  selected  behavioral  and 
physiological  factors  are  encouraged.  Models  of  the  interaction  of  such  factors 
should  use  defined  variables,  justify  subject  selection,  and  make  use  of  appropriate 
biomedical  and  behavioral  measurement  techniques.  While  studies  are  expected  to 
use  controlled  stressors  within  experimental  designs,  proposed  research  should 
indicate  relevance  to  situations  of  naturally  occurring  stress. 

Physiological  factors  applicable  for  proposed  studies  are  those  significant  in  the 
etiology  of  hypertension,  including  but  not  restricted  to  studies  of  nervous  system 
activity  and  catecholamines;  the  renopressor  or  renin-angiotension  system;  the 
excretary  function  of  the  kidney;  other  hormonal  and  fluid  balance  controlling 
factors;  and  measures  of  cardiovascular  reactivity.  Dietary  factors  including 
sodium,  sodium  sensitivity,  potassium  and  other  nutrients  are  appropriate,  as  are 
other  indicators  used  to  differentiate  among  subgroups  of  hypertensives. 
Behavioral  variables  in  proposed  research  designs  may  include  laboratory 
challenges,  controlled  stressors  or  other  emotional  stimuli.  Research  supported 
under  this  program  should  include  subjects  and/or  variables  which  will  expand 
scientific  knowledge  of  blood  pressure  variations  among  Black  populations  as  a 
subgroup  of  interest. 

Examples  of  appropriate  research  include,  but  are  not  limited  to,  the  following: 
investigations  of  individual  differences  in  behaviorally-induced  cardiovascular 
reactivity  among  Black  and  White  borderline  hypertensives  differing  in  autonomic 
functioning,  studies  of  individuals  differing  in  physiological  indicators  such  as  skin 
pigmentation,  salt  excretion,  other  nutrient  levels  or  dietary  intake  patterns 
monitored  for  their  responsiveness  to  laoratory  psychological  stimuli  (including,  but 
not  limited  to  the  cold  pressor  test,  competitive  stress,  mental  arithmetic,  or  task 
performance  under  laboratory-administered  stressors);  similar  subgroups  observed 
for  physiological  and  psychological  responses  to  salt  loading;  individual  blood 
pressure  variations  and  related  physiological  responses  to  stressor  situations 
involving  differences  in  coping  strategies. 
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VI.  EXCLUSIONS 

Clinical  trials  or  population  survey  research  would  not  be  supported  through  this 
solicitation.  Educational  approaches  or  comparison  of  treatments  will  be  excluded 
from  support.  Proposals  must  be  directed  toward  differentiating  among  factors 
significant  to  subgroups  including  Black  populations  to  be  considered  appropriate. 
Although  the  research  topic  is  interdisciplinary,  it  is  not  the  intent  of  this  request 
to  solicit  proposals  for  large  studies  encompassing  a variety  of  essentially 
independent  research  projects  (program  projects). 

VII.  MECHANISM  OF  SUPPORT 

The  support  mechanism  for  this  program  will  be  the  traditional,  individual, 
research-project  grant.  Although  this  program  is  included  in  the  financial  plan  for 
fiscal  year  1984,  award  of  grants  pursuant  to  this  RFA  is  contingent  upon  receipt  of 
funds  for  this  purpose.  It  is  anticipated  that  three  to  four  grants  will  be  awarded 
under  this  program.  The  specific  amount  to  be  funded  will,  however,  depend  on  the 
merit  and  scope  of  the  applications  received  and  availability  of  funds.  Since  a 
variety  of  approaches  would  represent  valid  responses  to  this  announcement,  it  is 
anticipated  that  there  will  be  a range  of  costs  among  individual  grants  awarded. 

Upon  initiation  of  the  program,  the  DHVD  will  sponsor  periodic  meetings  to 
encourage  exchange  of  information  among  investigators  who  participate  in  this 
program.  In  the  preparation  of  the  budget  for  the  grant  application,  applicants 
should  request  travel  funds  for  a two-day  meeting  each  year,  most  likely  to  be  held 
in  Bethesda,  Maryland.  Applicants  should  also  include  a statement  in  their 
applications  indicating  their  willingness  to  participate  in  such  meetings  and  share 
information  on  their  research  methodology  and  progress. 

Applicants,  who  will  plan  and  execute  their  own  research  programs,  are  requested 
to  furnish  their  own  estimates  of  the  time  required  to  achieve  the  objectives  of  the 
proposed  research  project;  however,  the  award  period  for  this  activity  must  not 
exceed  three  years.  At  the  end  of  the  initial  award  period,  renewal  applications 
may  be  submitted  for  further  competitive  review  through  the  regular  grant 
program  of  the  National  Institutes  of  Health  (NIH).  It  is  anticipated  that  support 
will  begin  on  December  1,  1983.  Should  funding  become  available,  awards  may  be 
authorized  to  begin  at  an  earlier  (September  30,  1983)  date. 

The  current  policies  and  requirements  that  govern  the  research  grant  programs  of 
the  NIH  will  prevail. 

VIII.  REVIEW  PROCEDURES  AND  CRITERIA 
A.  Review  Method 

All  applications  responding  to  this  RFA  will  be  reviewed  for  scientific  and 
technical  merit  by  one  initial  review  group,  which  will  be  convened  by  the 
Division  of  Extramural  Affairs  (DEA),  NHLBI,  solely  to  review  these 
applications.  Upon  receipt,  applications  will  be  reviewed  for  their 
responsiveness  to  the  objecives  of  this  RFA.  If  an  application  is  judged 
unresponsive,  the  applicant  will  be  contacted  and  given  an  opportunity  to 
withdraw  the  applicant  or  to  have  it  considered  in  the  regular  research  grant 
program  of  the  NIH. 
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If  a proposal  submitted  in  response  to  this  RFA  is  identical  to  a research 
grant  application  already  submitted  to  the  NIH  for  review,  the  applicant  will 
be  asked  to  withdraw  the  pending  application  before  the  new  one  is 
accepted.  Simultaneous  submnission  of  identical  applications  will  not  be 
allowed. 

B.  Review  Criteria 

The  factors  to  be  considered  in  the  evaluation  of  scientific  merit  of  each 
application  will  be  similar  to  those  used  in  the  review  of  traditional  research- 
project  grant  applications,  including  the  novelty,  originality,  and  feasibility  of 
the  approach;  the  training,  experience,  and  research  competence  of  the 
investigator(s);  the  adequacy  of  the  experimental  design;  the  suitability  of  the 
facilities;  and  the  appropriateness  of  the  requested  budget  to  the  work 
proposed.  An  assessment  of  the  importance  of  the  proposed  research  to  the 
objectives  of  this  RFA  and  relevance  to  its  goals  will  be  important  review 
considerations. 

IX.  METHOD  OF  APPLYING 

A.  Letter  of  Intent 

Prospective  applicants  are  encouraged  to  submit  to  the  Review  Branch  of  the 
Institute  a one-page  letter  of  intent  that  includes  a brief  synopsis  of  the 
proposed  research  and  identification  of  any  other  participating  institutions. 
The  Institute  requests  such  letters  for  the  purpose  of  providing  an  indication 
of  the  number  and  scope  of  applications  to  be  expected.  A letter  of  intent  is 
not  binding,  and  it  will  not  enter  into  the  review  of  any  application 
subsequently  submitted,  nor  is  it  a necessary  requirement  of  application.  This 
letter  should  be  received  no  later  than  February  15,  1983.  Letters  of  intent 
should  be  sent  to: 


Dr.  Charles  L . T urbyf  ill 
National  Heart,  Lung,  and  Blood  Institute 
Westwood  Building  - Room  553 
Bethesda,  Maryland  20205 

B.  Format  for  Applications 

Submit  applications  on  form  PHS  398,  the  application  form  for  the  traditional 
research-project  grant.  This  form  is  available  in  an  applicant  institution's 
office  of  sponsored  research  or  business  office  or  from  the  Division  of 
Research  Grants  (DRG).  Use  the  conventional  format  for  research-project 
grant  applications  and  ensure  that  the  points  identified  in  the  Section  on 
"Review  Procedures  and  Criteria"  are  fulfilled. 

To  identify  the  application  as  a response  to  this  RFA,  check  "yes"  on  Item  2 
of  page  1 of  the  application  and  enter  the  title  "BIOBEHAVIORAL  FACTORS 
AFFECTING  HYPERTENSION  IN  BLACKS"  and  the  RFA  number  NIH-NHL BI- 
DHVD-83G-C. 
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C.  Application  Procedure 

Send  or  deliver  the  completed  application  and  six  (6)  signed,  exact 
photocopies  of  it  it: 


Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
Bethesda,  Maryland  20205 

Send  an  additional  twenty  (20)  copies  of  the  application  to: 

Review  Branch,  DEA 

National  Heart,  Lung,  and  Blood  Institute 
National  Institutes  of  Health 
Westwood  Building  - Room  5A15 
Bethesda,  Maryland  20205 

Applications  must  be  received  by  April  15,  1983.  An  application  not  received 
by  this  date  will  be  considered  ineligible  for  this  program,  but  after  discussion 
with  the  applicant,  it  may  be  considered  as  a regular  research-project  grant 
application. 

Timetable: 


Letter  of  intent 
Application  receipt  date 
Review  by  the  National  Heart, 
Lung,  and  Blood  Advisory 
Council 

Notification  of  applicants 
Anticipated  award  date 

D.  Inquiries 


February  15,  1983 
April  15,  1983 


September  22-24,  1983 
September  28,  1983 
December  1,  1983 


Inquiries  regarding  this  announcement  may  be  directed  to  the  program 
administrator: 


Dr.  Katrina  W.  Johnson 
National  Institutes  of  Health 
Federal  Building  - Room  604 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-9380 
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ANNOUNCEMENT 


REQUEST  FOR  RESEARCH  GRANT  APPLICATIONS:  RFA 

RF  A-NIH-NHL  BI-DHVD-83G-D 

CARDIAC  HYPERTROPHY  AND  FAILURE  IN  CHRONIC  HYPERTENSION 
NATIONAL  HEART, LUNG,  AND  BLOOD  INSTITUTE 

Application  Receipt  Date:  April  15,  1983 


I.  PURPOSE 

The  Division  of  Heart  an  Vascular  Diseases  (DHVD),  National  Heart,  Lung,  and 
Blood  Institute  (NHLBI),  invites  grant  applications  for  support  of  research  on 
cardiac  hypertrophy  in  chronic  hypertension.  The  purpose  of  this  special  grant 
program  is  to  expand  the  study  of  the  transition  from  normal  cardiac  structure  and 
function  to  cardiac  hypertrophy  and  cardiac  failure  in  chronic  systemic 
hypertension,  with  special  emphasis  on  the  mechanisms  responsible  for  these 
changes.  Applications  received  in  response  to  this  request  will  participate  in  a 
single  competition. 

II.  DISCIPLINES  AND  EXPERTISE 

Among  the  disciplines  and  expertise  that  may  be  appropriate  for  this  research 
program  are  molecular  biology,  physiology,  protein  and  collagen  chemistry, 
pathology,  ultrastructure,  and  clinical  cardiology. 

III.  BACKGROUND 

The  Hypertension  and  Kidney  Diseases  Branch,  of  the  DHVD,  designs  and 
administers  programs  of  research  and  development  seeking  to  understand  the 
etiology  of  essential  hypertension  and  the  impact  of  hypertension  on  organ 
systems.  The  program  fosters  the  development  of  new  knowledge  and  the 
translation  of  results  into  methods  for  clinical  application. 

The  Hypertension  and  Kidney  Diseases  Branch  currently  support  research  linking 
cardiac  structure  and  function  to  hypertension,  but  the  amount  of  research  dealing 
with  the  effects  of  long-term,  chronic  hypertension  is  limited. 


This  program  is  identified  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.837, 
Heart  and  Vascular  Diseases.  Awards  will  be  made  under  the  authority  of  the  Public 
Health  Service  Act,  Section  301  (42  USC  241)  and  administered  under  PHS  grant  policies 
and  Federal  regulations,  most  specifically  42  CFR  Part  52  and  45  CFR  Part  74.  This 
program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems  Agency  review. 
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Two  recently  held  NHL Bl-sponsored  workshops  assessed  the  status  of  research 
relating  to  cardiac  hypertrophy  and  cardiac  failure,  the  Workshop  on  Advanced 
Heart  Failure  in  Spring  1981,  and  the  Workshop  on  Ventricular  Hypertrophy  in 
Hypertension  in  Fall  1981.  This  RFA  is  based  upon  recommendations  arising  from 
these  workshops.  It  was  identified  as  a high  priority  project  by  the 
Arteriosclerosis,  Hypertension,  and  Lipid  Metabolism  Advisory  Committee  at  its 
May  1982  meeting. 

IV.  OBJECTIVES  AND  SCOPE 

The  objective  of  this  special  grant  program  is  to  stimulate  the  development  of 
research  to  characterize  the  transition  from  normal  cardiac  structure  and  function 
to  cardiac  hypertrophy  and  cardiac  failure  in  chronic  hypertension.  There  is  special 
interest  in  clarifying  the  mechanisms  by  which  these  effects  are  produced,  and  in 
identifying  stages  in  the  process  where  changes  are  "reversible"  and  where  they  are 
"irreversible."  A broad  range  of  research  interest  areas  will  be  responsive  to  this 
initiative,  including  hemodynamic,  morphological,  physiological,  and  biochemical 
changes  affecting  stromal,  muscular  and  vascular  components  of  the  heart. 

This  special  research  program  will  involve  predominantly  animal  models  of  chronic 
systemic  hypertension.  Scientific  advances,  such  as  in  cardiac  physiology,  in  the 
biochemistry  of  connective  tissue  synthesis,  in  the  ability  to  assess  ventricular 
function,  and  in  understanding  of  drugs  which  improve  cardiac  contraction,  are 
available  to  be  applied  to  these  models.  Experimental  models  other  than  those  of 
chronic  hypertension  will  be  acceptable  only  if  their  relevance  to  hypertensive- 
induced  cardiac  hypertrophy  can  be  shown.  Because  this  initiative  seeks  to  clarify 
basic  mechanisms,  it  is  anticipated  that  proposals  will  be  based  principally  on 
animal  experimentation.  However,  the  Branch  does  not  wish  to  rule  out  the 
possibility  that  a proposal  based  on  human  subjects  could  be  responsive  to  this 
announcement. 

Applications  are  sought  from  individuals  and  from  groups  of  investigators. 
Interdisciplinary  proposals  are  encouraged,  but  such  proposals  must  be  carefully 
focused.  If  collaborative  arrangements  through  subcontracts  with  other  institutions 
are  planned,  NHLBI  staff  should  be  consulted  regarding  the  appropriate  procedures. 

V.  EXAMPLES  OF  RESEARCH  TOPICS 

The  following  lines  of  research  are  presented  as  examples  only,  and  do  not  exhaust 
the  many  opportunities  for  productive  research.  They  are  not  listed  in  order  of 
importance: 

o The  fibrous  skeleton  of  the  heart  and  its  influence  on  the  systolic  and 
diastolic  functions  of  the  heart  require  further  characterization.  This  field  is 
of  particular  importance  because  the  complex  network  of  collagen  bundles  in 
the  heart  that  interconnects  the  myocytes  and  capillaries  and  orders  the 
myocytes  into  groups,  is  altered  in  disease  states.  There  is  as  yet  no 
organized  body  of  information  to  relate  abnormalities  of  collagen  synthesis  to 
altered  ventricular  function  in  cardiac  hypertrophy.  Closely  linked  to  the 
study  of  the  connective  tissue  is  the  evaluation  of  the  "non-muscle  space"  in 
the  heart,  particularly  as  regards  the  organization  of  the  microvascular  bed, 
the  lymphatics,  and  connective  tissue  matrix. 
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o The  study  of  myocardial  metabolism  has  been  undertaken  mostly  in  non- 
hypertensive conditions.  It  is  important  to  ascertain  whether  substrates  and 
types  of  proteins  (both  contractile  and  noncontractile)  are  different  between 
genetic  and  non-genetic  forms  of  hypertension.  Evidence  has  been  developed 
that  protease  activity  is  greatly  increased  in  the  myocardium  during  the 
development  of  hypertensive  hypertrophy.  The  systems  responsible  for  this 
increased  activity  and  their  involvement  in  controlling  the  rate  of  proteolysis 
need  to  be  further  defined  since  an  imbalance  in  them  can  account  for 
changes  in  cardiac  muscle  size  and  protein  composition,  as  well  as  result  in 
changes  in  contractile  activity  and  metabolic  function. 

o Analysis  of  catecholamine  turnover  in  the  myocardium  is  important.  A highly 
suggestive  body  of  evidence  has  been  developed  recently,  to  the  effect  that 
adrenergic  influences  play  a role  in  modulating  structural  responses  of  the 
heart  and  of  resistance  vessels  to  hypertension. 

o There  is  interest  both  in  the  transition  to  hypertrophy  and  in  the  reverse 
process.  Through  timed  interventions  at  various  stages  of  the  transition  and 
by  correlation  of  the  morphological,  histological,  biochemical,  and 
physiological  changes  that  occur,  it  may  be  possible  to  gain  new  insights  into 
the  fundamental  properties  of  the  myocardium  in  heart,  failure,  and  to 
identify  the  points  of  irreversibility  in  the  pathophysiological  process. 

The  presently  used  animal  models  of  long-term,  chronic  hypertension  are 
limited  and  new  models  would  be  welcome.  How  long  a given  animal  must 
remain  hypertensive  before  initiation  of  anatomical  and  biochemical  changes 
is  not  established.  Thus,  the  early  stages  of  the  project  could  be  concerned 
with  long-term  model  development  and  characterization. 

VI.  EXCLUSIONS 

No  support  will  be  provided  for  research  in  cardiac  hypertrophy  or  failure  resulting 
from  known  initiating  factors  other  than  systemic  hypertension,  unless  the 
relevance  to  systemic  hypertension-induced  conditions  can  be  shown.  It  is  not  the 
intent  of  this  request  to  solicit  proposals  resembling  program  projects.  However,  in 
some  instances  the  need  for  several  skills  will  be  recognized.  Such  collaborative 
research  should  be  justified  in  the  proposal  accordingly. 

VII.  MECHANISM  OF  SUPPORT 

The  support  mechanism  for  this  program  will  be  the  traditional,  individual,  research 
project  grant.  Although  this  solicitation  is  included  in  the  plans  for  Fiscal  Year 
1984,  support  of  grants  pursuant  to  this  request  for  applications  is  contingent  upon 
ultimate  receipt  of  appropriate  funds  for  this  purpose.  It  is  anticipated  that  up  to 
six  grants  will  be  awarded,  however,  the  specific  number  will  be  influenced  by  the 
amount  of  funds  available  to  the  Division,  by  the  overall  merit  of  proposals,  and  by 
their  critical  relevance  to  the  program  objectives.  A variety  of  approaches  will  be 
responsive  to  this  announcement;  accordingly,  it  is  anticipated  that  there  will  be  a 
range  of  costs  among  individual  grants  awarded. 

Upon  initiation  of  the  program,  the  DHVD  will  sponsor  periodic  meetings  to 
encourage  exchange  of  informtion  among  participating  investigators.  In  the 
preparation  of  the  budget  for  the  grant  application,  applicants  should  request  travel 
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funds  for  a two-day  meeting  each  year,  most  likely  to  be  held  in  Bethesda, 
Maryland.  Applicants  should  also  include  a statement  in  their  applications 
indicating  their  willingness  to  participate  in  such  meetings. 

Applicants,  who  will  plan  and  execute  their  own  research  programs,  are  requested 
to  furnish  their  own  estimates  of  the  time  required  to  achieve  the  objectives  of  the 
proposed  research  project;  however,  the  award  period  for  this  activity  will  not 
exceed  five  years.  At  the  end  of  the  initial  award  period,  renewal  applications  may 
be  submitted  for  further  competitive  review  through  the  regular  grant  program  of 
the  NIH.  It  is  anticipated  that  support  will  begin  on  December  1,  1983.  However, 
if  funds  are  available  an  earlier  start  date  could  be  authorized. 

The  current  policies  and  requirements  that  govern  the  research  grant  programs  of 
the  NIH  will  prevail. 

VIII.  REVIEW  PROCEDURES  AND  CRITERIA 

A.  Review  Method 

All  applications  responding  to  this  RFA  will  be  reviewed  for  scientific  and 
technical  merit  by  one  initial  review  group,  which  will  be  convened  by  the 
Division  of  Extramural  Affairs  (DEA),  NHLBI,  solely  to  review  these 
applications.  Upon  receipt,  applications  will  be  reviewed  for  their 
responsiveness  to  the  objectives  of  this  RFA.  If  an  application  is  judged 
unresponsive,  the  applicant  will  be  contacted  and  given  an  opportunity  to 
withdraw  the  application  or  to  have  it  considered  for  the  regular  research 
grant  program  of  the  NIH.  If  a proposal  submitted  in  response  to  this  RFA  is 
identical  to  a research  grant  application  already  submitted  to  the  NIH  for 
review,  the  applicant  will  be  asked  to  withdraw  the  pending  application 
before  the  new  one  is  accepted.  Simultaneous  submission  of  identical 
applications  will  not  be  allowed. 

B.  Review  Criteria 

The  factor  to  be  considered  in  the  evaluation  of  scientific  merit  of  each 
application  will  be  similar  to  those  used  in  the  review  of  traditional  research- 
project  grant  applications;  the  novelty,  originality,  and  feasibility  of  the 
approach;  the  training,  experience,  and  research  competence  of  the 
investigator(s);  the  adequacy  of  the  experimental  design;  the  suitability  of  the 
facilities;  and  the  appropriateness  of  the  requested  budget  to  the  work 
proposed.  An  additional  criterion  will  be  the  importance  of  the  proposed 
work  to  the  objectives  of  this  RFA. 

IX.  METHOD  APPLYING 

A.  Letter  of  Intent 

Prospective  applicants  are  encouraged  to  submit  to  the  Review  Branch  of  the 
Institute  a one-page  letter  of  intent  that  includes  a brief  synopsis  of  the 
proposed  research  and  identification  of  any  other  participating  institutions. 
The  Institute  requests  such  letters  for  the  purpose  of  providing  an  indication 
of  the  number  and  scope  of  applications  to  be  received.  A letter  of  intent  is 


not  binding,  and  it  will  not  enter  into  the  review  of  any  application 
subsequently  submitted,  nor  is  it  a necessary  requirement  for  application. 
This  letter  should  be  received  no  later  than  February  15,  1983,  and  sent  to: 

Dr.  Charles  L . T urbyfill 
National  Heart,  Lung,  and  Blood  Institute 
Westwood  Building  - Room  553 
Bethesda,  Maryland  20205 

B.  Format  for  Applications 

Submit  applications  on  form  PHS  398,  the  application  form  for  the  traditional 
research-project  grant.  This  form  is  available  in  an  applicant  institution's 
office  of  sponsored  research  or  business  office  or  from  the  Division  of 
Research  Grants  (DRG).  Use  the  conventional  format  for  research-project 
grant  applications  and  ensure  that  the  points  identified  in  the  Section  on 
"Review  Procedures  and  Criteria"  are  fulfilled. 

To  identify  the  application  as  a response  to  this  RFA,  check  "yes"  on  Item  2 
of  page  1 of  the  application  and  enter  the  title  "CARDIAC  HYPERTROPHY 
AND  FAILURE  IN  CHRONIC  HYPERTENSION"  and  the  RFA  number  NIH- 
NHLBI-DHVD-83G-D. 

C.  Application  Procedure 

Send  or  deliver  the  completed  application  and  six  (6)  signed,  exact 
photocopies  of  it  to: 


Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
Bethesda,  Maryland  20205 

Send  an  additional  twenty  (20)  copies  of  the  application  to: 

Review  Branch,  DEA 
National  Heart,  Lung,  and  Blood  Institute 
National  Institutes  of  Health 
Westwood  Building  - Room  5A15A 
Bethesda,  Maryland  20205 

Applications  must  be  received  by  April  15,  1983.  An  application  not  received 
by  this  date  will  be  considered  ineligible,  but  after  discussion  with  the 
applicant,  it  may  be  considered  as  a regular  research-project  grant 
application. 

D.  Timetable 


Letter  of  intent 
Application  receipt  date 
Review  by  the  National  Heart, 
Lung,  and  Blood  Advisory 
Council 

Notification  of  applicants 
Anticipated  award  date 


February  15,  1983 
April  15,  1983 


September  22-24,  1983 
September  28,  1983 
December  1,  1983 
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E.  Inquiries 

Inquiries  regarding  this  announcement  may  be  directed  to  the  program 
administrator: 


Dr.  John  B.  Dunbar 
National  Institutes  of  Health 
Federal  Building  - Room  4C08 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-1857 
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ANNOUNCEMENT 


REQUEST  FOR  RESEARCH  GRANT  APPLICATIONS:  RFA 
RFA-NIH-NHL  BI-DHVD-83G-E 

DYSRHT HMIAS  IN  THE  DEVELOPING  AND  IMMATURE  HEART 
NATIONAL  HEART,  LUNG,  AND  BLOOD  INSTITUTE 

Application  Receipt  Date:  April  15,  1983 


I.  PURPOSE 

The  Division  of  Heart  and  Vascular  Diseases  (DHVD),  National  Heart,  Lung,  and 
Blood  Institute  (NHLBI),  invites  grant  applications  for  support  of  research  in 
developmental  electrophysiology  and  control  of  dysrhythmias  in  the  young. 
Knowledge  gained  by  studies  on  the  immature  and  developing  conduction  system 
approached  from  basic  cellular  and  from  clinical  perspectives  should  lead  to  more 
appropriate  care  of  the  pediatric  cardiovascular  patient.  Applications  received  in 
response  to  this  request  will  participate  in  a single  competition. 

II.  DISCIPLINES  AND  EXPERTISE 

Disciplines  and  expertise  appropriate  for  this  research  program  include  embryology, 
pharmacology,  electrophysiology,  pediatric  cardiology,  biochemistry,  physiology, 
pathology  and  biophysics. 

III.  BACKGROUND 

There  is  incomplete  knowledge  of  the  etiology,  pathophysiology,  and  rational 
therapeutic  approach  to  cardiac  dysrhythmias  in  children. 

The  prevalence  and  incidence  of  dysrhythmia  and  conduction  defects  in  children  are 
not  known  but  one  large  study  found  2 per  cent  of  randomly  selected  children  had 
some  form  of  dysrhythmia.  Ambulatory  monitoring  has  revealed  conduction 
abnormalities  and  dysrhythmias  to  be  more  prevalent  than  was  previously  thought. 
Whereas  some  pediatric  dysrhythmias  are  benign  and  transient,  others  may  be 
serious  or  even  fatal.  Although  effort  has  been  expended  to  define  normal 
electrophysiologic  parameters  for  infants  and  children,  pediatric  dysrhythmias  and 
conduction  disturbances  have  not  been  studied  systematically.  Some  forms  of 
congenital  or  acquired  heart  disease  are  especially  susceptible  to  early  or  late 
postoperative  dysrhythmias.  The  number  of  children  with  congenital  heart  disease 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.837, 
Heart  and  Vascular  Diseases.  Awards  will  be  made  under  the  authority  of  the  Public 
Health  Service  Act,  Section  301  (42  USC  241)  and  administered  under  PHS  grant  policies 
and  Federal  regulations,  most  specifically  42  CFR  Part  52  and  45  CRF  Part  74.  This 
program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems  Agency  review. 
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who  survive  surgery  is  increasing,  and  with  their  longer  survival,  an  increasing 
incidence  of  dysrhythmia  is  seen.  More  is  known  about  serious  conduction 
abnormalities  and  dysrhythmia  following  surgery  for  d-transposition  of  the  great 
vessels  (d-TGA)  and  tetralogy  of  Fallot  (TOF)  than  any  other  congenital  lesions,  yet 
only  basic  descriptive  and  natural  history  questions  have  been  examined.  Each 
year,  1000  children  with  d-TGA  and  5000  with  TOF  successfully  undergo  surgical 
correction.  Follow  up  studies  reveal  that  most  of  these  patients  subsequently 
develop  conduction  disturbances.  The  significance  of  these  different  disturbances 
and  their  relationship  to  sudden  death  is  not  clear.  These  children  are  now 
surviving  into  adulthood;  the  incidence  and  significance  of  rhythm  disturbances  in 
adult  survivors  of  surgical  correction  of  congenital  heart  disease  is  unknown. 
Virtually  nothing  is  known  about  dysrhythmias  in  other  congenital  lesions. 

The  etiology  and  mechanisms  of  acquired  or  naturally  occurring  arrhythmias  in  the 
developing  and  maturing  heart  are  unknown.  Additionally  there  is  a paucity  of 
information  regarding  the  pharmacokinetics  and  pharmacodynamics  of  conventional 
and  investigational  antiarrhythmic  agents  in  neonates  and  children.  This 
information  is  needed  for  safe,  effective  therapy.  No  prior  organized  program  of 
research  in  the  area  of  dysrhythmia  in  the  young  has  been  undertaken. 

IV.  OBJECTIVES 

The  objectives  of  this  solicitation  are  to  stimulate  research  into  the  etiology, 
pathophysiology  and  treatment  of  rhythm  disturbances  in  the  developing  and  young 
heart.  The  topic  requires  a multifaceted  approach  encompassing  biochemistry, 
biophysics,  physiology  and  pharmacology  to  evaluate  abnormalities  of  impulse 
generation  and  conduction  in  basic  cellular  systems  as  well  as  intact  animal  and 
clinical  studies. 

V.  SCOPE 

Fundamental  electrophysiologic  studies  in  adults  are  well  established,  but  little  is 
known  about  how  development  influences  impulse  generation,  conduction  or 
mechanisms  of  re-entry.  There  is  great  need  for  further  information  on  these 
issues. 

Experiments  at  the  cellular  level  have  demonstrated  differences  in  the  action 
potential  configuration  in  the  fetal,  neonatal  and  adult  heart.  The  neonatal  cardiac 
cell  appears  to  be  less  sensitive  to  pharmacologic  intervention  than  the  mature 
cell;  whether  this  is  due  to  differences  in  cellular  drug  metabolism  and  distribution, 
immaturity  of  receptors,  transmembrane  permeability  or  other  factors  is  not 
known.  Greater  understanding  of  the  cellular  events  in  the  developing  cardiac  cell, 
and  their  differences  from  those  of  the  mature  cell  are  needed. 

The  neonatal  myocardium  differs  structurally  and  biochemically  from  the  adult 
myocardium;  the  neonate  has  a different  capacity  for  conjugating,  detoxifying  and 
excreting  drugs,  and  extracellular  fluid  volume  in  neonates  is  proportionately 
greater  than  in  adults.  There  appear  to  be  differences  between  children  and  adults 
in  the  distribution,  bioological  half  life,  plasma  half  life  and  even  the  metabolites 
for  some  of  the  major  anti-arrhythmic  agents.  There  is  almost  no  information 
about  these  differences  with  the  newer  agents.  Therefore  studies  of  these  and 
other  variables  (such  as  effects  on  cardiovascular  function  and  electrophysiologic 
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variables)  at  different  stages  of  development  from  the  fetus  to  the  adult  are 
needed.  These  studies  can  be  done  in  great  detail  in  experimental  animals,  and 
where  appropriate,  confirmed  in  patients  of  various  ages.  This  would  permit 
identification  of  approprite  pharmacologic  regimens  for  clinical  treatment. 

VI.  EXCLUSION 

Clinical  trials  or  clinical  drug  validation  studies  would  not  be  supported  through 
this  special  solicitation.  Studies  of  sudden  infant  death  syndrome  (SIDS)  are  also 

not  appropriate  for  this  solicitation.  Although  the  research  topic  may  be 

multidisciplinary,  it  is  not  the  intent  of  this  request  to  solicit  proposals  for  large 
studies  encompassing  a variety  of  essentially  independent  research  projects 
(program  projects). 

VII.  MECHANISM  OF  SUPPORT 

The  support  mechanism  for  this  program  will  be  the  traditional,  individual, 
research  project  grant.  Although  $600,000  in  total  costs  for  this  program  are 
included  in  the  fiscal  plans  for  fiscal  year  1983,  award  of  grants  pursuant  to 
this  RFA  is  contingent  upon  receipt  of  funds  for  this  purpose.  Depending  on 
the  merit  of  the  application,  5 or  6 applications  for  a three-year  period  will 
be  funded.  Upon  initiation  of  the  program,  the  Cardiac  Diseases  Branch 
(CDC),  DHVD,  will  sponsor  meeting  to  encourage  exchange  of  information 

among  investigators  who  participate  in  this  program.  In  the  preparation  of 

the  budget  of  the  grant  application,  applicants  should  request  travel  funds  for 
a two-day  meeting  on  this  topic  each  year,  most  likely  to  be  held  in  Bethesda, 
Maryland.  Applicants  should  also  include  a statement  in  their  application 
indicating  their  willingness  to  participate  in  such  meetings.  At  the  end  of  the 
initial  award  period,  renewal  applications  may  be  submitted  for  competitive 
renewal  through  the  regular  grant  program  of  the  NIH.  Since  a variety  of 
approaches  would  represent  valid  responses  to  this  announcement,  it  is 
anticipated  that  there  will  be  a range  of  costs  amongst  the  individual  grants 
awarded. 

All  current  policies  and  requirements  that  govern  the  research  grant 
programs  of  the  PHS  will  apply. 

VIII.  REVIEW  PROCEDURES  AND  CRITERIA 
A.  Review  Method 

All  applications  responding  to  this  RFA  will  be  reviewed  for  scientific 
and  technical  merit  by  an  initial  review  group,  which  will  be  convened 
by  the  Division  of  Extramural  Affairs  (DEA),  NHLBI,  solely  to  review 
these  applications.  Upon  receipt,  applications  will  be  reviewed  for  their 
responsiveness  to  the  objectives  of  this  RFA.  If  an  application  is  judged 
unresponsive,  the  applicant  will  be  contacted  and  given  an  opportunity 
to  withdraw  the  application  or  to  have  it  considered  for  the  regular 
research  grant  program  of  the  NIH. 
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If  a proposal  submitted  in  response  to  this  RFA  is  identical  to  a 
research  grant  application  already  submitted  to  the  NIH  for  review,  the 
applicant  will  be  asked  to  withdraw  the  pending  application  before  the 
new  one  is  accepted.  Simultaneous  submission  of  identical  applications 
will  not  be  allowed. 

B.  Review  Criteria 

The  factors  to  be  considered  in  the  evaluation  of  scientific  merit  of 
each  application  will  be  similar  to  those  used  in  the  review  of 
traditional  research-project  grant  applications;  the  novelty,  originality, 
and  feasibility  of  the  approach;  the  training,  experience,  and  research 
competence  of  the  investigator(s);  the  adequacy  of  the  experimental 
design;  the  suitability  of  the  facilities;  and  the  appropriateness  of  the 
requested  budget  to  the  work  proposed.  An  additional  criterion  will  be 
the  importance  of  the  proposed  work  to  the  objectives  of  this  RFA. 

IX.  METHOD  OF  APPLYING 

A.  Letter  of  Intent 

Prospective  applicants  are  encouraged  to  submit  to  the  Review  Branch  of  the 
Institute  a one-page  letter  of  intent  that  includes  a brief  synopsis  of  the 
proposed  research  and  identification  of  any  other  participating  institutions. 
The  Institute  requests  such  letters  for  the  purpose  of  providing  an  indication 
of  the  number  and  scope  of  applications  to  be  received.  A letter  of  intent  is 
not  binding,  and  it  will  not  enter  into  the  review  of  any  application 
subsequently  submitted,  nor  is  it  a necessary  requirement  for  application. 
This  letter  should  be  received  no  later  than  February  15,  1983  and  sent  to: 

Dr.  Charles  L . Turbyfill 
National  Heart,  Lung,  and  Blood  Institute 
Westwood  Building  - Room  553 
Bethesda,  Maryland  20205 

B.  Format  for  Applications 

Submit  applications  on  form  PHS  398,  the  application  form  for  the  traditional 
research-project  grant.  This  form  is  available  in  an  applicant  institution's 
office  of  sponsored  research  or  business  office  or  from  the  Division  of 
Research  Grnts  (DRG).  Use  the  conventional  format  for  research-project 
grant  applications  and  ensure  that  the  points  identified  in  the  Section  on 
"Review  Procedures  and  Criteria"  are  fulfilled. 

To  identify  the  application  as  a response  to  this  RFA,  check  "yes"  on  Item  2 
of  page  1 of  the  application  and  enter  the  title  "DYSRHTHMIAS  IN  THE 
DEVELOPING  AND  IMMATURE  HEART"  and  the  RFA  number  NIH-NHLBI- 
DHVD-83G-E. 

C.  Application  Procedure 

Send  or  deliver  the  completed  application  and  six  (6)  signed,  exact 
photocopies  of  it  to: 
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Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
Bethesda,  Maryland  20205 

Send  an  additional  twenty  (20)  copies  of  the  application  to: 

Review  Branch,  DEA 

National  Heart,  Lung,  and  Blood  Institute 
National  Institutes  of  Health 
Westwood  Building  - Room  5A15 
Bethesda,  Maryland  20205 

Applications  must  be  received  by  April  15,  1983.  An  application  not  received 
by  this  date  will  be  considered  ineligible,  but  after  discussion  with  the 
applicant,  it  may  be  considered  as  a regular  research-project  grant 
application. 

D.  Timetable 

Letter  of  intent 
Application  receipt  date 
Review  by  the  National  Heart, 

Lung,  and  Blood  Advisory 
Council 

Notification  of  applicants 
Anticipated  award  date 

E.  Inquiries 

Inquiries  regarding  this  announcement  may  be  directed  to  the  program 
administrator: 


February  15,  1983 
April  15,  1983 


September  22-24,  1983 
September  28,  1983 
September  30,  1983 


Zena  McCallum 
National  Institutes  of  Health 
Federal  Building  - Room  3C06 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-1081 
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ANNOUNCEMENT 


REQUEST  FOR  RESEARCH  GRANT  APPLICATIONS:  RFA 
RFA-NIH-NHL  BI-DBDR-83G-F 

RHEOLOGICAL  STUDIES  IN  SICKLE  CELL  DISEASE 
NATIONAL  HEART,  LUNG,  AND  BLOOD  INSTITUTE 

Application  Receipt  Date:  April  15,  1983 


I.  PURPOSE 

The  Division  of  Blood  Diseases  and  Resources  (DBDR),  National  Heart,  Lung,  and 
Blood  Institute  (NHLBI),  invites  grant  applications  for  a single  competition  for 
support  of  research  designed  to  clarify  rheological  aspects  of  sickle  cell  disease. 
The  submission  of  applications  with  new,  especially  interdisciplinary  approaches,  by 
investigator  who  may  not  have  previously  worked  in  sickle  cell  disease  is 
specifically  encouraged.  The  section  on  Program  Scope,  based  on  the  program 
objectives  presented,  is  meant  to  suggest,  rather  than  circumscribe,  the  range  of 
approaches  of  interest  for  this  RFA.  No  one  laboratory  is  expected  to  cover  the 
entire  Program  Scope.  A variety  of  approaches  could  be  considered  as  valid 
responses  to  this  announcement. 

II.  DISCIPLINES  AND  EXPERTISE 

Among  the  disciplines  and  expertise  that  may  be  appropriate  for  this  research 
program  are  rheology,  engineering,  hemoglobin  chemistry,  molecular  and  cell 
biology,  membrane  biochemistry,  and  clinical  expertise  in  hematology. 

III.  ADMINISTRATIVE  BACKGROUND 

The  Sickle  Cell  Disease  Branch  of  the  Division  of  Blood  Diseases  and  Resources, 
sponsors  fundamental  and  clinical  research  grants  and  contracts  related  to  the 
pathophysiology  of  clinical  syndromes  caused  by  sickle  hemoglobin.  In  addition, 
studies  are  supported  which  utilize  anatomical,  biochemical,  biophysical, 
physiological,  and  clinical  approaches  to  increase  our  understanding  of  the  nature, 
cause,  diagnosis  and  treatment  of  sickle  cell  disease. 

Several  projects  in  this  and  related  areas  are  supported  by  investigator-initiated 
grants.  Research  topics  include  nuclear  magnetic  resonance  techniques  for 
investigating  the  structure-function  relationships  in  normal  and  sickle  cell 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.839, 
Blood  Diseases  and  Resources.  Awards  will  be  made  under  the  Public  Health  Service 
Act,  Section  301  (42  USC  241)  and  administered  under  PHS  grant  policies  and  Federal 
regulations,  most  specifically  42  CFR  Part  52  and  45  CFR  Part  74.  This  program  is  not 
subject  to  A-95  Clearinghouse  or  Health  Systems  Agency  review. 
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hemoglobins;  the  use  of  crystallography  and  electron  microscopy  techniques  in 
order  to  determine  the  molecular  structure  of  sickle  cell  fibers;  biophysical 
approaches  to  erythrocyte  sickling;  and  erythrocyte-endothelial  interactions  in 
sickle  cell  disease.  In  addition,  special  initiatives  sponsored  by  the  Institute  have 
led  to  the  support  of  investigators  attempting  to  develop  an  intravascular  system 
for  assaying  characteristics  of  sickle  erythrocytes  in  laboratory  animal  systems. 
For  example,  two  grants  were  awarded  in  1979  to  (1)  study  ways  of  increasing  our 
understanding  of  the  pathophysiology  of  sickle  cell  anemia  through  a systematic  in 
vivo  study  of  the  behavior  of  sickle  erythrocytes;  (2)  employ  the  intravascular 
system  for  the  evaluation  of  the  hi  vivo  effectiveness  of  various  drugs  known  to 
inhibit  sickling  in  vitro;  and  (3)  correlate  in  vitro  and  in  vivo  rheological  chanf  the 
behavior  of  sickle  erythrocytes;  (2)  employ  the  intravascular  system  for  the 
evaluation  of  the  in  vivo  effectiveness  of  various  drugs  known  to  inhibit  sickling  in 
vitro;  and  (3)  correlate  in  vitro  and  _m  vivo  rheological  changes  with  manifestations 
of  tissue  damage  as  an  explanation  of  the  pathophysiology  of  sickle  cell  disease.  In 
each  of  the  two  grants,  emphasis  was  on  the  rheologic  behavior  of  sickle 
erythrocytes. 

IV.  SCIENTIFIC  BACKGROUND 

Since  the  initial  work  of  Ham  and  Castle  in  1940,  it  has  been  evident  that 
alterations  of  the  biophysical  properties  of  sickle  erythrocytes  affect  their  ability 
to  flow  in  the  microvasculature  and  are  important  elements  in  the  pathogenesis  of 
sickle  cell  disease  and  its  complications.  Numerous  in  vitro  studies  on  blood  from 
sickle  cell  patients  have  established  that  the  deoxygenated  sickle  cell  is  10  to  25 
times  more  rigid  than  the  normal  hemoglobin  AA  cell.  When  measured  in  bulk-flow 
viscometric  systems,  blood  from  sickle  cell  disease  patients  has  a higher  than 
normal  viscosity  even  when  oxygenated.  In  Hgb  SC,  S + thal  and  SF  double 
heterozygous  states,  viscosities  are  intermediate  between  those  of  SS  and  AA  cells 
and  correlate  with  the  clinical  severity  of  disease.  In  Hgb  SC  disease,  the  high 
hematocrit  viscosity  effect  influences  the  propensity  for  vascular  occlusions  in  the 
ocular  fundus  and  aseptic  necrosis  of  bone. 

Techniques  designed  to  measure  red  cell  deformability  (capacity  of  blood  to 
traverse  micropore  filters)  have  demonstrated  a marked  decrease  in  the  filter- 
ability  of  sickle  cell  blood  under  both  ambient  and  deoxygenated  conditions.  The 
principal  contributor  in  the  oxygenated  state  appears  to  be  the  irreversible  sickled 
cell  (ISC),  a membrane-damaged  cell  which  retains  its  rigid  sickle  shape  even  under 
oxygenation.  These  irreversibly  sickled  cells,  which  number  as  many  as  35  percent 
of  the  total  erythrocytes  of  a patient  with  sickle  cell  disease,  owe  a part  of  their 
rigidity  to  the  high  corpuscular  hemoglobin  concentration. 

Furthermore,  the  deformability  and  rheologic  characteristics  of  sickle 
erythrocytes,  both  ISC  and  non-ISC,  have  been  studied  in  a variety  of  systems 
including  viscometric,  cell  filtration,  and  artificial  blood  flow  devices.  Such 
studies  have  shown  that  the  critical  oxygen  tension  for  altering  the  rheologic 
properties  of  sickle  cells  occurs  in  the  range  of  60  to  80  mm  Hg.  This  critical  0y 
range  is  substantially  above  that  encountered  at  the  venous  end  of  the  capillary  bed 
(40  mm  Hg  to  as  low  as  18  mm  Hg  in  the  coronary  sinus).  Observations  in  the 
capillary  beds  of  experimental  animal  models  and  the  "apparent"  frequency  of 
microvascular  occlusion  in  patients  would  suggest  that  sickle  cells  generally  escape 
entrapment  within  the  microvasculature  before  a critical  0 y is  reached.  Such 
considerations  have  led  molecular  biologists  to  propose  the  "kinetic  hypothesis"  for 
sickling  vaso-occlusion.  This  hypothesis  simply  states  that  when  capillary  transit 
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time  is  shorter  than  sickling  time,  vaso-occlusion  does  not  occur.  Conversely,  when 
capillary  transit  time  is  delayed  so  that  it  exceeds  sickling  time,  the  cell  will 
become  rigid  within  the  capillary  and  initiate  vaso-occlusion.  Conditions  which  can 
retard  or  impede  the  capillary  transit  time  of  individual  SS  erythrocytes  are 
manifold.  Blockage  of  the  capillary  microcirculation  at  bifurcation  points  by  ISC's 
hinders  the  flow  of  non-ISC's  across  a given  capillary  bed  causing  them  to  undergo 
intravascular  sickling.  Capillary  edema,  inflammation,  and  the  effect  of 
vasoactive  substances  may  influence  the  capillary  flow  rate  and  substrata  in  such  a 
way  as  to  prolong  transit  time.  An  alternative  model,  which  stresses  the 
equilibrium  amounts  of  polymer  at  oxygen  saturation  values  in  the 

microcirculation,  rather  than  the  kinetics  of  sickling  and  possible  obstruction  to 
flow  at  the  arteriolar  side  of  the  circulation,  has  also  been  proposed. 

Several  recent  observations  concerning  the  propensity  of  sickle  cells  to  adhere  to 
endothelial  cells  have  raised  the  question  of  whether  these  adherent  sickle  cells, 
both  ISC  and  non-ISC,  can  retard  blood  flow,  initiating  vaso-occlusion  and  inducing 
endothelial  damage  and  microvascular  pathology.  Both  physiologic  and 

ultrastructural  methods  of  assessment  have  shown  that  microvascular  beds  and 
their  individual  cell  components  are  capable  of  active  responses  to  both  physiologic 
and  pathologic  stimuli.  Constrictor  substances,  such  as  vasoactive  amines,  and 
proteins  are  capable  of  inducing  dramatic  alterations  in  the  blood  flow  to  a given 
capillary  bed.  The  endothelial  cell  undergoes  significant  pathologic  alteration  in 
response  to  stimuli  such  as  hypoxia.  With  both  acute  and  sustained  low  oxygen 
tensions,  endothelial  cells  develop  vacuolization  and  a microvillous  luminal  surface 
capable  of  further  impeding  blood  flow.  Thus,  since  impedence  of  blood  flow  is  the 
key  rheologic  determinant  of  sickle  cell  disease,  and  both  _in  vitro  and  _m  vivo 
evidence  points  to  a wide  spectrum  of  abnormalities  in  the  sickle  cell,  the  capillary 
bed,  and  the  endothelial  cells,  it  would  appear  that  new  research  initiatives  to 
elucidate  rheologic  and  microvascular  mechanisms  in  sickle  cell  disease  should  be 
pursued. 

Recent  studies  indicate  a strong  correlation  between  adhesion  of  sickle  cells  to  the 
endothelium  and  the  clinical  severity  of  the  disease.  However,  as  yet  no  jm  vitro 
test  has  been  successful  in  quantitating  the  physical  properties  of  the  adhesion. 

V.  OBJECTIVES 

The  fundamental  pathophysiology  of  sickle  cell  disease  involves  a disturbance  of 
microvascular  flow.  The  intracellular  gelation  of  sickle  hemoglobin  appears  to  be 
the  critical  factor  in  affecting  flow  through  the  microcirculation,  although  other 
processes  may  also  contribute.  Therefore,  an  important  facet  of  future  research  in 
sickle  cell  disease  is  the  study  of  the  passage  of  sickle  cells  through  different 
regions  of  the  microcirculation  under  a variety  of  physiologically  relevant 
conditions.  The  specific  objectives  of  this  solicitation  are  to: 

o develop  models  to  study  normal  and  sickle  erythrocyte  deformability 
and  flow; 

o develop  an  understanding  of  the  influence  of  the  physical  state  of 
intracellular  hemoglobin  on  the  rheologic  properties  of  sickle 
erythrocytes; 
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o increase  knowledge  of  the  structure  and  function  of  the  erythrocyte 
membrane  in  relationship  to  its  direct  involvement  in  the  rheologic 
pathology  of  sickle  cell  anemia; 

o develop  im  vitro  flow  models,  with  complex  geometry,  that  incorporate 
such  features  as  branching,  bending,  bifurcation,  and  a length  and 
diameter  approximating  those  of  the  microcirculation; 

o develop  experimental  systems  using  ex  vivo  or  in  vivo  microcirculatory 
beds  of  varying  order  and  geometry  in  which  rheologic  and  physiologic 
variables  such  as  pressure,  flow,  oxygen  tension,  and  hematocrit  can  be 
controlled  and  measured; 

o elucidate  the  mechanisms  of  control  and  anatomical  sites  of 
microvascular  obstruction  in  sickle  cell  disease,  including  neural  and 
hormonal  control,  and  the  function  of  plasma  factor,  leukocyte  and 
platelets  in  microvascular  occlusion;  and 

o develop  techniques  for  studying  the  microvasculature  in  normal  human 
subject  and  sickle  cell  patients  in  order  to  quantitate  rheologic  and 
physiologic  variables. 

VI.  SCOPE 

The  central  derangement  in  sickle  cell  disease  appears  to  be  an  abnormality  of 
microcirculatory  flow  caused  by  the  sickled  erythrocyte.  To  understand  events 
that  lead  to  the  chronic  anemia  and  interfere  with  tissue  perfusion,  better 
comprehension  of  red  cell  rheology  and  microcirculatory  dynamics  in  sickle  cell 
anemia  is  necessary. 

The  mechanism  of  intracellular  polymerization  of  sickle  hemoglobin  and  its  effects 
on  the  properties  of  the  erythrocyte  are  areas  for  further  investigation.  Studies  of 
the  internal  viscosity  of  the  erythrocyte,  change  in  the  structure  and  function  of 
the  erythrocyte  membrane,  and  alterations  in  the  deformability  and  flow  properties 
of  whole  erythrocytes  under  various  conditions  of  hematocrit,  oxygen  saturation 
(degree  of  hemoglobin  ligation),  temperature,  intracellular  pH,  osmolarity  and 
other  relevant  variables  are  necessary  in  sickle  cell  disease  rheology.  These  studies 
should  be  done  under  experimental  conditions  that  best  simulate  physiological 
conditions. 

Information  on  irreversibly  sickled  cells  and  the  interaction  of  sickle  erythrocytes 
with  numerous  blood  components  as  well  as  with  other  cells  including  leukocyte  and 
platelets  is  lacking.  The  significance  of  cellular  interactions  with  the  endothelium 
and  modulating  factors  of  these  interactions,  as  fibrinogen  or  bigronectin,  are 
relevant  subjects  for  study  since  there  is  evidence  that  adherence  to  endothelial 
cells  correlates  with  clinical  severity.  Interaction  of  hemoglobin  with  the  red  cell 
membrane,  the  structure  and  function  of  membrane  proteins  and  lipids,  and 
physiological  processes  related  to  cellular  dehydration  and  ion  fluxes  are  also  of 
potential  relevance.  Considerable  importance  is  placed  on  the  evaluation  of  the 
pathophysiological  role  in  all  such  studies. 

Recent  work  in  circulatory  physiology  using  noninvasive  methods  of  measuring 
organ  integrity  and  blood  flow,  such  as  NMR  imaging,  ultrasound  and  Doppler 
measurements,  laser  and  photomicroscopy,  and  new  method  of  measuring 


NIH  GUIDE  FOR  GRANTS  AND  CONTRACTS 

Vol.  11,  No. 14,  December  31,  1982 


61 


physiology  of  whole  organs,  (for  example,  position  emission  tomography),  suggests 
new  approaches  to  rheologic  studies  of  experimental  animals  or,  more  important,  to 
the  evaluation  of  organ  and  tissue  blood  flow  in  normal  individuals  and  sickle  cell 
patients.  It  is  expected  that  such  methods  will  eventually  provide  objective  means 
for  evaluating  the  severity  of  sickle  cell  anemia,  studying  the  clinical 
heterogeneity  of  the  disease  and  evaluating  potential  therapeutic  agents. 

Interdisciplinary  approaches  are  encouraged,  but  grant  applications  should  be 
tightly  focused.  If  collaborative  arrangements  through  subcontracts  with  other 
institutions  are  planned,  consult  NHLBI  staff  regarding  procedures. 

VII.  EXCLUSIONS 

No  support  will  be  provided  for  major  instrument  research  or  development. 
Clinical  trials  or  clinical  validation  of  currently  available  instruments  would  not  be 
suported  through  this  special  solicitation.  Although  the  research  topic  may  be 
multidisciplinary,  it  is  not  the  intent  of  this  request  to  solicit  proposals  for  large 
studies  encompassing  a variety  of  essentially  independent  research  projects 
(program  projects). 

VIII.  MECHANISM  OF  SUPPORT 

The  support  mechanism  for  this  program  will  be  the  traditional,  individual,  research 
project  grant.  Although  $500,000  for  this  program  is  included  in  the  financial  plans 
for  fiscal  year  1983,  award  of  grants  pursuant  to  this  RFA  is  contingent  upon 
receipt  of  funds  for  this  purpose.  It  is  anticipated  that  three  to  five  grants  will  be 
awarded  under  this  program.  The  specific  amount  to  be  funded  will,  however, 
depend  on  the  merit  and  scope  of  the  applications  received  and  the  availability  of 
funds.  Since  a variety  of  approaches  would  represent  valid  responses  to  this 
announcement,  it  is  anticipated  that  there  will  be  a range  of  cost  among  individual 
grants  awarded. 

Upon  initiation  of  the  program,  the  DBDR  will  sponsor  periodic  meetings  to 
encourage  exchange  of  information  among  investigators  who  participate  in  this 
program.  In  the  preparation  of  the  budget  for  the  grant  application,  applicants 
should  request  travel  funds  for  a two-day  meeting  each  year,  most  likely  to  be  held 
in  Bethesda,  Maryland.  Applicants  should  also  include  a statement  in  their 
applications  indicating  their  willingness  to  participate  in  such  meetings. 

Applicants,  who  will  plan  and  execute  their  own  research  programs,  are  requested 
to  furnish  their  own  estimates  of  the  time  required  to  achieve  the  objectives  of  the 
proposed  research  project;  however,  the  award  period  for  this  activity  must  not 
exceed  three  years.  At  the  end  of  the  initial  award  period,  renewal  applications 
may  be  submitted  for  further  competitive  review  through  the  regular  grant 
program  of  the  NIH.  It  is  anticipated  that  support  will  begin  on  September  30, 
1983. 

The  current  policies  and  requirements  that  govern  the  research  grant  programs  of 
the  NIH  will  prevail. 

IX.  REVIEW  PROCEDURES  AND  CRITERIA 


A.  Review  Method 
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All  applications  responding  to  this  RFA  will  be  reviewed  for  scientific  and 
technical  merit  by  an  initial  review  group,  which  will  be  convened  by  the 
Division  of  Extramural  Affairs  (DEA),  NHLBI,  solely  to  review  these 
applications.  Upon  receipt,  applications  will  be  reviewed  for  their 
responsiveness  to  the  objectives  of  this  RFA.  If  an  application  is  judged 
unresponsive,  the  applicant  will  be  contacted  and  given  opportunity  to 
withdraw  the  application  or  to  have  it  considered  for  the  regular  research 
grant  program  of  the  NIH. 

If  a proposal  submitted  in  response  to  this  RFA  is  identical  to  a research 
grant  application  already  submitted  to  the  NIH  for  review,  the  applicant  will 
be  asked  to  withdraw  the  pending  application  before  the  new  one  is 
accepted.  Simultaneous  submission  of  identical  applications  will  not  be 
allowed. 

B.  Review  Criteria 

The  factors  to  be  considered  in  the  evaluation  of  scientific  merit  of  each 
application  will  be  similar  to  those  used  in  the  review  of  traditional  research 
project  grant  applications.  These  include  the  novelty,  originality  and 
feasibility  of  the  approach;  the  training,  experience,  and  research 
competence  of  the  investigator(s);  the  adequacy  of  the  experimental  design; 
the  suitability  of  the  facilities;  and  the  appropriateness  of  the  requested 
budget  to  the  work  proposed.  An  additional  criterion  will  be  the  importance 
of  the  proposed  research  to  the  objectives  of  this  RFA. 

X.  METHOD  OF  APPLYING 

A.  Letter  of  Intent 

Prospective  applicants  are  encouraged  to  submit  to  the  Review  Branch  of  the 
Institute  a one-page  letter  of  intent  that  includes  a brief  synopsis  of  the 
proposed  research  and  identification  of  any  other  participating  institutions. 

The  Institute  requests  such  letters  for  the  purpose  of  providing  an  indication 
of  the  number  and  scope  of  applications  to  be  received.  A letter  of  intent  is 
not  binding,  and  it  will  not  enter  into  the  review  of  any  application 
subsequently  submitted,  nor  is  it  a necessary  requirement  for  application. 
This  letter  should  be  received  no  later  than  February  15,  1983,  and  sent  to: 

Dr.  Charles  L . T urbyfill 
National  Heart,  Lung,  and  Blood  Institute 
Westwood  Building  - Room  553 
Betheda,  Maryland  20205 

B.  Format  for  Applications 

Submit  applications  on  form  PHS  398,  the  application  form  for  the  traditional 
research  project  grant.  This  form  is  available  in  an  applicant  institution's 
office  of  sponsored  research  or  business  office  or  from  the  Division  of 
Research  Grants  (DRG).  Use  the  conventional  format  for  research  project 
grant  applications  and  ensure  that  the  points  identified  in  the  Section  on 
"Review  Procedures  and  Criteria"  are  fulfilled. 
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To  identify  the  application  as  a response  to  this  RFA,  check  "yes"  on  Item  2 
of  page  1 of  the  application  and  enter  the  title  RHEOLOGICAL  STUDIES  IN 
SICKLE  CELL  DISEASE  and  the  RFA  number  NIH-NHLBI-OBDR-83G-F. 

C.  Application  Procedure 

Send  or  deliver  the  completed  application  and  six  (6)  signed,  exact 
photocopies  of  it  to: 

Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
Bethesda,  Maryland  20205 

Send  an  additional  twenty  (20)  copies  of  the  application  to: 

Review  Branch,  DEA 
National  Heart,  Lung,  and  Blood  Institute 
National  Institutes  of  Health 
Westwood  Building  - Room  5A15 
Bethesda,  Maryland  20205 

Applications  must  be  received  by  April  15,  1983.  An  application  not  received 
by  this  date  will  be  considered  ineligible  but,  after  discussion  with  the 
applicant,  it  may  be  considered  as  a regular  research  project  grant 
application. 

D.  Timetable 

Letter  of  intent 
Application  receipt  date 
Review  by  the  National  Heart, 

Lung,  and  Blood  Advisory 
Council 

Anticipated  award  date 

E.  Inquiries 

Inquiries  regarding  this  announcement  may  be  directed  to  the  program 
administrator: 


February  15,  1983 
April  15,  1983 


September  22-24,  1983 
September  30,  1983 


3ohn  I.  Hercules,  Ph.D. 
National  Institutes  of  Health 
Federal  Building  - Room  508A 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-6931 
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ANNOUNCEMENT 


REQUEST  FOR  RESEARCH  GRANT  APPLICATIONS:  RFA 

RFA-NIH-NHL  BI-DBDR-83G-G 

MEGAKARYOCYT OPOIESIS  AND  THROMBOCYTOPOIESIS 
NATIONAL  HEART,  LUNG,  AND  BLOOD  INSTITUTE 

Application  Receipt  Date:  April  15,  1983 


I.  PURPOSE 

The  Division  of  Blood  Diseases  and  Resources  (DBDR)invites  grant  applications  for 
a single  competition  for  support  of  research  on  normal  and  pathological 
megakaryocytopoiesis  and  thrombocytopoiesis.  The  major  purposes  of  this  special 
grant  program  are  to  stimulate  the  investigation  of  the  differentiation  and 
maturation  of  the  precursor  cell  to  the  megakaryocyte  and  subsequently  to  the 
platelet,  to  determine  the  characteristics  of  the  regulatory  mechanism,  and  to 
elucidate  the  function  of  the  megakaryocyte  in  various  bleeding  disorders  and  in 
thrombosis.  These  areas  may  be  approached  by  studying  the  differentiation, 
maturation,  morphology,  physiology,  biochemistry,  immunology,  and  pharmacology 
of  the  megakaryocyte. 

II.  DISCIPLINES  AND  EXPERTISE 

Among  the  disciplines  and  expertise  that  may  be  appropriate  for  this  research 
program  are  biochemistry,  immunology,  physiology,  hematology,  and  pharmacology. 

III.  ADMINISTRATIVE  BACKGROUND 

The  Blood  Diseases  Branch  Branch  (BDB)  of  the  DBDR  supports  research  on  the 
diagnosis,  treatment,  and  prevention  of  thrombosis  and  hemorrhage.  One 
component  of  the  program  is  platelet  disorders,  in  which  the  emphasis  is  on  platelet 
function,  metabolism,  and  development  in  human  and  in  animal  systems.  Because 
there  are  few  projects  directed  towards  studies  of  megakaryocytopoiesis  and 
thrombocytopoiesis,  the  Branch  is  attempting  to  promote  the  program  and 
accelerate  progress  through  this  RFA. 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.839, 
Blood  Diseases  and  Resources.  Awards  will  be  made  under  the  authority  of  the  Public 
Health  Service  Act,  Section  301  (42  USC  241)  and  administered  under  PHS  grant  policies 
and  Federal  regulations,  most  specifically  42  CFR  Part  52  and  45  CFR  Part  74.  This 
program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems  Agency  review. 
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IV.  SCIENTIFIC  BACKGROUND 

The  megakaryocyte  is  a unique  cell  that  occurs  only  in  mammals  and  that  functions 
primarily  to  produce  platelets.  This  polyploid  cell  yields  several  thousand 
anucleate  platelets  through  precisely  controlled  cytoplasmic  divisions.  The  exact 
mechanism  that  causes  these  divisions  is  not  understood.  Less  is  probably  known 
about  the  megakaryocyte  than  about  any  other  cell  type  in  the  bone  marrow, 
except  the  stem  cell.  Among  the  reasons  for  this  paucity  of  information  is  the  fact 
that,  over  the  years,  less  interest  has  been  shown  in  megakaryocytes  than  in  the 
precursors  of  other  blood  cells,  probably  because  megakaryocytes  constitute  less 
than  0.4  percent  of  the  cellular  elements  of  the  bone  marrow  and  because  attempts 
to  isolate  and  concentrate  them  free  of  contamination  by  other  cellular  elements 
have  only  recently  been  successful. 

Recent  advances  now  make  it  possible  to  isolate  and  purify  megakaryocytes  in 
large  quantities  and  to  study  and  monitor  the  megakaryocytes  and  their  precursor 
cells  in  culture  techniques.  Thus,  many  of  the  barriers  to  refined  and  carefully 
controlled  studies  of  megakaryocytes  have  been  overcome  so  that  opportunity  is 
available  for  rapid  progress. 

V.  OBJECTIVES 

This  special  grant  program  for  the  support  of  research  in  normal  and  pathological 
megakaryocytopoiesis  and  thrombocytopoiesis  and  the  relation  between 
megakaryocytes  and  thrombotic  or  hemorrhagic  diseases  is  intended  to  encourage 
scientists  to  investigate  the  many  unanswered  questions  about  megakaryocytes  and 
the  production  of  platelets. 

VI.  SCOPE 

Applications  are  invited  that  cover  such  topics  as  the  morphological,  biochemical, 
and  regulatory  mechanisms  of  megakaryocytopoiesis;  the  cytoplasmic  sequestration 
of  megakaryocyte  to  form  platelets;  the  rate  of  platelet  production;  the  genesis  of 
platelet  organelles;  the  function  of  lipid  components  in  controlling  the  platelet 
demarcation  process  and  the  orientation  of  new  membrane,  the  function  of 
membrane  receptors;  and  the  participation  of  megakaryocytes  in  idiopathic 
thrombocytopenic  purpura  and  other  pathological  conditions. 

VII.  MECHANISM  OF  SUPPORT 

The  support  mechanism  for  this  program  will  be  the  traditional,  individual 
research-project  grant.  Although  $500,000  for  this  program  is  included  in  the 
financial  plans  for  fiscal  year  1983,  award  of  grants  pursuant  to  this  RFA  is 
contingent  upon  receipt  of  funds  for  this  purpose.  It  is  anticipated  that  four  to  six 
grants  will  be  awarded  under  this  program.  The  specific  amount  to  be  funded  will, 
however,  depend  on  the  merit  and  scope  of  the  applications  received  and  the 
availability  of  funds. 

Upon  initiation  of  the  program,  the  DBDR  will  sponsor  periodic  meetings  to 
encourage  exchange  of  information  among  investigators  who  participate  in  this 
program.  In  the  preparation  of  the  budget  for  the  grant  application,  applicants 
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should  request  travel  funds  for  a two-day  meeting  each  year,  to  be  held  in 
Bethesda,  Maryland.  Applicants  should  also  include  a statement  in  their 
applications  indicating  their  willingness  to  participate  in  such  meetings. 

The  award  period  for  this  grant  activity  must  not  exceed  three  years.  At  the  end 
of  the  initial  award  period,  renewal  applications  may  be  submitted  for  further 
competitive  review  through  the  regular  grant  programs  of  the  National  Institutes  of 
Health.  It  is  anticipated  that  support  will  begin  on  September  30,  1983. 

The  current  policies  and  requirements  that  govern  the  research  grant  programs  of 
the  National  Institutes  of  Health  (NIH)  will  prevail. 

VIII.  REVIEW  PROCEDURES  AND  CRITERIA 

A.  Review  Method 

All  applications  responding  to  this  RFA  will  be  reviewed  for  scientific  and 
technical  merit  by  an  initial  review  group  which  will  be  convened  by  the 
Division  of  Extramural  Affairs  (DEA),  National  Heart,  Lung,  and  Blood 
Institute  (NHLBI),  solely  to  review  these  applications.  Upon  receipt, 
applications  will  be  reviewed  for  their  responsiveness  to  the  objectives  of  this 
RFA.  If  an  application  is  judged  unresponsive,  the  applicant  will  be  contacted 
and  given  an  opportunity  to  withdraw  the  application  or  to  have  it  considered 
for  the  regular  research  grant  programs  of  the  NIH. 

If  a proposal  submitted  in  response  to  this  RFA  is  identical  to  a research 
grant  application  already  submitted  to  the  NIH  for  review,  the  applicant  will 
be  asked  to  withdraw  the  pending  application  before  the  new  one  is 
accepted.  Simultaneous  submission  of  identical  applications  will  not  be 
allowed. 

B.  Review  Criteria 

The  factors  to  be  considered  in  the  evaluation  of  scientific  merit  of  each 
application  will  be  similar  to  those  used  in  the  review  of  traditional  research- 
project  grant  applications,  including  the  novelty,  originality,  and  feasibility  of 
the  approach;  the  training,  experience,  and  research  competence  of  the 
investigator;  the  adequacy  of  the  experimental  design;  the  suitability  of  the 
facilities;  and  the  appropriateness  of  the  requested  budget  to  the  work 
proposed.  An  additional  criterion  will  be  the  importance  of  the  proposed 
research  to  the  objectives  of  this  RFA. 

IX.  METHOD  OF  APPLYING 

A.  Letter  of  Intent 

Prospective  applicants  are  encouraged  to  submit  to  the  Review  Branch  of  the 
Institute  a one-page  letter  of  intent  that  includes  a brief  synopsis  of  the 
proposed  research  and  identification  of  any  other  participating  institutions. 
The  Institute  requests  such  letters  for  the  purpose  of  providing  an  indication 
of  the  number  and  scope  of  applications  to  be  received.  A letter  of  intent  is 
not  binding,  it  will  not  enter  into  the  review  of  any  application  subsequently 
submitted,  and  it  is  not  a necessary  requirement  for  application. 
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This  letter  should  be  received  no  later  than  February  15,  1983,  and  sent  to: 

Dr.  Charles  Turbyf ill 
National  Heart,  Lung,  and  Blood  Institute 
Westwood  Building  - Room  553 
Bethesda,  Maryland  20205 

B.  Format  for  Applications 

Submit  applications  on  form  PHS  398,  the  application  form  for  the  traditional 
research-project  grant.  This  form  is  available  in  an  applicant  institution's 
office  of  sponsored  research  or  business  office  or  from  the  Division  of 
Research  Grants  (DRG).  Use  the  conventional  format  for  research-project 
grant  applications  and  ensure  that  the  points  identified  in  the  Section  on 
"Review  Procedures  and  Criteria"  are  fulfilled. 

To  identify  the  application  as  a response  to  this  RFA,  check  "yes"  on  Item  2 
of  page  1 of  the  application  and  enter  the  title:  MEGAKARYOCYTOPOIESIS 
AND  THROMBOCYT OPOIESIS  and  the  RFA  number  NIH-NHL BI-DBDR-83G- 
G. 

C.  Application  Procedure 

Send  or  deliver  the  completed  application  and  six  (6)  signed,  exact 
photocopies  of  it  to: 


Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
Bethesda,  Maryland  20205 

Send  an  additional  twenty  (20)  copies  of  the  application  to: 

Review  Branch,  DEA 
National  Heart, .Lung,  and  Blood  Institute 
National  Institutes  of  Health 
Westwood  Building  - Room  5A15 
Bethesda,  Maryland  20205 

Applications  must  be  received  by  April  15,  1983.  An  application  not  received 
by  this  date  will  be  considered  ineligible,  but,  after  discussion  with  the 
applicant,  it  may  be  considered  as  a regular  research-project  grant 
application. 

Timetable 


Letter  of  intent 


February  15,  1983 


Application  receite  date 

Review  by  the  National  Heart, 
Lung,  and  Blood  Advisory 
Council 

Anticipated  award  date 


April  15,  1983 


September  22-24,  1983 
September  30,  1983 
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D.  Inquiries 

Inquiries  regarding  this  announcement  may  be  directed  to  the  program 
administrator: 


Walter  R.  Miller,  M.D. 

Blood  Diseases  Branch 

Division  of  Blood  Diseases  and  Resources 

National  Heart,  Lung,  and  Blood  Institute 

National  Institutes  of  Health 

Federal  Building  - Room  5A12 

Bethesda,  Maryland  20205 

Telephone:  (301)496-5911 
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ANNOUNCEMENT 


REQUEST  FOR  RESEARCH  GRANT  APPLICATIONS:  RFA 
RFA-NIH-NHL  BI-DBDR-83G-H 

ETIOLOGY,  PATHOGENESIS,  AND  TREATMENT  OF  APLASTIC  ANEMIA 
NATIONAL  HEART,  LUNG,  AND  BLOOD  INSTITUTE 

Application  Receipt  Date:  April  15,  1983 


I.  PURPOSE 

The  Division  of  Blood  Diseases  and  Resources  invites  grant  applications  for  a single 
competition  for  support  of  research  on  the  etiology,  pathogenesis,  and  treatment  of 
aplastic  anemia  and  related  non-neoplastic  stem  cell  disorders. 

II.  DISCIPLINES  AND  EXPERTISE 

Among  the  disciplines  and  expertise  that  may  be  appropriate  for  this  research 
program  are  epidemiology,  cell  biology,  biochemistry,  immunology,  toxicology,  and 
clinical  medicine. 

III.  ADMINISTRATIVE  BACKGROUND 

The  Blood  Diseases  Branch  of  the  Division  of  Blood  Diseases  and  Resources 
supports  research  in  red  blood  cell  disorders  in  order  to  foster  the  development  of 
new  knowledge  for  diagnosis,  treatment,  and  prevention.  One  component  of  the 
program  is  erythropoiesis  and  stem  cell  kinetics,  in  which  there  is  emphasis  on 
aplastic  anemia.  Because  there  are  few  projects  directed  towards  studies  of 
aplastic  anemia,  the  Branch  is  attempting  to  promote  the  program  and  accelerate 
progress  through  this  RFA. 

IV.  SCIENTIFIC  BACKGROUND 

Non-neoplastic  abnormalities  in  the  hematopoietic  process  may  lead  to  a decrease 
in  the  production  of  one  or  more  of  the  several  cell  types  produced  in  the  bone 
marrow.  For  example,  pure  red  cell  aplasia,  Diamond-Blackfan  anemia,  transient 
erythroblastopenia  of  childhood,  refractory  anemia,  acquired  sideroblastic  anemia, 
and  paroxysmal  nocturnal  hemoglobinuria  are  diseases  associated  with  suppression 
of  red  blood  cells.  Abnormal  erythropoiesis  may  also  result  in  an  overproduction  in 


The  programs  of  the  National  Heart,  Lung,  and  Blood  Institute  are  identified  in  the 
Catalog  of  Federal  Domestic  Assistance,  No.  13.830,  Bood  Diseases  and 
Resources. Awards  will  be  made  under  the  authority  of  the  Public  Health  Service  Act, 
Section  301  (42  USC  241)  and  administered  under  PHS  grant  policies  and  Federal 
regulations,  most  specifically  42  CFR  Part  52  and  45  CFR  Part  74.  This  program  is  not 
subject  to  A-95  Clearinghouse  or  Health  Systems  Agency  review. 


the  number  or  function  of  hematopoietic  stem  cells,  as  occurs  in  polycythemia 
vera.  Neutropenia  and  thrombocytopenia  are  deficiences  in  granulocytes  and 
platelets,  respectively.  When  production  of  two  or  more  of  these  cell  types  is 
significantly  reduced  the  disease  is  usually  referred  to  as  aplastic  anemia.  Data 
suggest  an  incidence  of  between  500  and  2,500  cases  annually  in  the  United 
States.  It  is  a serious  illness  and  patients  with  severe  aplasia  have  a particularly 
grave  prognosis:  median  survival  is  less  than  6 months  and  80  percent  of  patients 
die  within  1 to  2 years.  Survivors  rarely  improve,  and  most  need  continued 
transfusions  of  blood  products. 

Aplastic  anemia  encompasses  a very  heterogeneous  group  of  disorders  with 
numerous  etiologies  and  varied  natural  histories.  It  can  be  inherited,  but  more 
often  it  is  acquired  as  a result  of  reactions  to  drugs,  chemicals,  toxins,  radiation,  or 
infection.  Patients  with  an  inherited  predisposition  to  bone  marrow  failure  are 
classified  as  having  constitutional  aplastic  anemia  and  perhaps  the  most  common 
disorder  in  this  group  is  Fanconi's  anemia.  Patients  with  Fanconi's  anemia  are  born 
with  one  or  more  of  the  following  characteristic  physical  abnormalities: 
hypoplastic  thumb  or  radius,  hyperpigmentation,  microcephaly,  hypoplasia  of  the 
kidney  and  spleen,  vision  abnormalities,  and  mental  and  sexual  retardation. 
Hematologic  abnormalities  usually  develop  after  the  age  of  five  (1). 

Unfortunately,  the  acquired  types  are  frequently  idiopathic.  The  exact  mechanisms 
responsible  for  bone  marrow  failure  are  not  yet  understood  because  of  the 
complexity  of  the  hematopoietic  system.  One  can  conceive  of  numerous  chances 
for  failure  in  various  stages  of  hematopoiesis. 

While  bone  marrow  transplantation  continues  to  be  a rational  therapy  for  some 
patients  with  aplastic  anemia  (2,3),  it  remains  a high-risk  procedure,  especially  for 
older  patients.  For  most  patients  with  aplastic  anemia,  bone  marrow 
transplantation  is  inappropriate.  This  group  includes  those  who  lack 
histocompatible  sibling  donors  and  patients  with  a moderate  form  of  the  disease  for 
whom  the  risks  of  transplantation  are  unwarranted. 

Antithymocyte  globulin  (ATG),  a form  of  therapy  directed  at  the  immune  system, 
represents  a new  and  promising  clinical  treatment  for  aplastic  anemia.  This 
treatment  involves  injection  of  ATG  or  antilyphocyte  serum  obtained  from  horses 
immunized  with  human  thymus  lymphocytes.  As  found  in  early  European  trials  (4) 
and  in  a recent  American  study  (5),  therapy  with  ATG  is  effective  in  30  to  U0 
percent  of  patients  with  severe  aplastic  anemia. 

The  mechanism  of  action  of  ATG  is  unknown.  Speculation  centers  on  its  effect  on 
a pathologic  suppressor  lymphocyte  or  killer  ceil,  resulting  in  suppression  of  normal 
hematopoietic  development.  Alternatively,  normal  hematopoiesis  may  require  a 
constant  balance  between  helper  and  suppressor  cell  effects,  and  this  balance  may 
be  upset  in  patients  with  bone  marrow  failure.  The  success  of  ATG  therapy  and 
results  of  numerous  recent  in  vitro  studies  point  to  an  involvement  of  the  immune 
system  in  aplastic  anemia.  ATG  may  function  by  affecting  a primary  cell-cell 
interaction  or  toxic  humoral  effect  or  hematologic  improvement  may  be  the  result 
of  secondary  phenomena,  such  as  the  ability  of  serum  sickness  to  stimulate 
production  of  hematopoietic  factors. 


NIH  GUIDE  FOR  GRANTS  AND  CONTRACTS 

Vol.  11,  No. 14,  December  31,  1982 


71 


REFERENCES 

(1)  Schroeder,  T.M.,  Tilgen,  D.,  Kruger,  3.,  Vogel,  F.:  Formal  genetics  of 
Fanconi's  anemia.  Human  Genet  32:257,  1976. 

(2)  Camitta,  B.M.,  Storb,  R.,  Thomas,  E.D.:  Aplastic  anemia:  pathogenesis, 
diagnosis,  treatment,  and  prognosis.  N.  Engl.  3.  Med.  306:645,  712,  1982. 

(3)  Young,  N.:  Aplastic  anemia:  research  themes  and  clinical  issues.  Progress 
Hematol  12:227,  1981. 

(4)  Speck,  B.,  et.al.:  Treatment  of  severe  aplastic  anemia  with  anti-lymphocyte 
globulin  or  bone  marrow  transplantation.  Brit.  Med.  3.  282:860,  1981. 

(5)  Champlin,  R.,  Gale,  R.P.:  Anti-thymocyte  globulin  treatment  for  aplastic 
anemia:  a randomized  controlled  study.  Blood  58:40a,  1981. 

V.  OB3ECTIVES 

This  special  grant  program  for  the  support  of  research  on  the  etiology, 
pathogenesis,  and  treatment  of  aplastic  anemia  and  other  non-neoplastic  bone 
marrow  abnormalities  is  intended  to  encourage  scientists  to  investigate  the  many 
unanswered  questions  about  aplastic  anemia. 

VI.  SCOPE 

Applications  are  invited  that  cover  such  topics  as  (but  not  limited  to)  the  following 
as  they  relate  to  aplastic  anemia  and  other  non-neoplastic  bone  marrow  disorders: 

o the  effects  of  helper  and  suppressor  T-cells; 

o the  function  of  the  natural  killer  cell; 

o the  involvement  of  viruses,  drugs,  chemicals,  and  toxins; 

o the  regulation  of  stem  cell  differentiation  and  self-renewal; 

o the  importance  of  cell-cell  interactions; 

o the  effect  of  the  bone  marrow  microenvironment; 

o the  effects  of  growth  factors  and  inhibitors; 

o the  mediation  of  bone  marrow  failure  by  immunological  mechanisms; 

o the  mechanism  of  action  of  ATG  in  treating  aplastic  anemia;  and 

o the  usefulness  of  monoclonal  antibodies  directed  against  defined  T- 
lymphocyte  subsets  as  a possible  alternative  to  ATG  therapy. 

VII.  MECHANISM  OF  SUPPORT 

The  support  mechanism  for  this  program  will  be  the  traditional,  individual 
research-project  grant.  Although  $500,000  for  this  program  is  included  in  the 
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financial  plans  for  fiscal  year  1983,  award  of  grants  pursuant  to  this  RFA  is 
contingent  upon  receipt  of  funds  for  this  purpose.  It  is  anticipated  that  four  to  six 
grants  will  be  awarded  under  this  program.  The  specific  amount  to  be  funded  will, 
however,  depend  on  the  merit  and  scope  of  the  applications  received  and  the 
availability  of  funds. 

Upon  initiation  of  the  program,  the  Division  of  Blood  Diseases  and  Resources  will 
sponsor  periodic  meetings  to  encourage  exchange  of  information  among 
investigators  who  participate  in  this  program.  In  the  preparation  of  the  budget  for 
the  grant  application,  applicants  should  request  travel  funds  for  one  two-day 
meeting  each  year,  to  be  held  in  Bethesda,  Maryland.  Applicants  should  also 
include  a statement  in  their  applications  indicating  their  willingness  to  participate 
in  such  meetings. 

The  award  period  for  this  grant  activity  must  not  exceed  three  years.  At  the  end 
of  the  initial  award  period,  renewal  applications  may  be  submitted  for  further 
competitive  review  through  the  regular  grant  programs  of  the  National  Institutes  of 
Health.  It  is  anticipated  that  support  will  begin  on  September  30,  1983. 

The  current  policies  and  requirements  that  govern  the  research  grant  programs  of 
the  National  Institutes  of  Health  will  prevail. 

VIII.  REVIEW  PROCEDURES  AND  CRITERIA 

A.  Review  Method 

All  applications  responding  to  this  RFA  will  be  reviewed  for  scientific  and 
technical  merit  by  an  initial  review  group  which  will  be  convened  by  the 
Division  of  Extramural  Affairs  (DEA),  NHLBI,  solely  to  review  these 
applications.  Upon  receipt,  applications  will  be  reviewed  for  their 
responsiveness  to  the  objectives  of  this  RFA.  If  an  application  is  judged 
unresponsive,  the  applicant  will  be  contacted  and  given  an  opportunity  to 
withdraw  the  application  or  to  have  it  considered  for  the  regular  research 
grant  programs  of  the  NIH. 

Projects  focused  on  immunologic  etiologies  or  immunologic  forms  of  therapy 
are  of  interest  to  the  National  Institute  of  Allergy  and  Infectious  Diseases 
(NIAID).  Applications  of  this  type  may  be  jointly  assigned  to  the  NIAID. 

Basic  research  on  hematopoiesis  which  does  not  emphasize  studies  on  aplastic 
anemia  or  other  non-neoplastic  bone  marrow  abnormalities  may  be  of  interest 
to  the  National  Institute  of  Arthritis,  Diabetes,  and  Digestive  and  Kidney 
Diseases  (NIADDK)  and  will  be  assigned  accordingly. 

If  a proposal  submitted  in  response  to  this  RFA  is  identical  to  a research 
grant  application  already  submitted  to  the  NIH  for  review,  the  applicant  will 
be  asked  to  withdraw  the  pending  application  before  the  new  one  is 
accepted.  Simultaneous  submission  of  identical  applications  will  not  be 
allowed. 

B.  Review  Criteria 

The  factors  to  be  considered  in  the  evaluation  of  scientific  merit  of  each 
application  will  be  similar  to  those  used  in  the  review  of  traditional  research- 
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project  grant  applications,  including  the  novelty,  originality,  and  feasibility  of 
the  approach;  the  training,  experience,  and  research  competence  of  the 
investigator;  the  adequacy  of  the  experimental  design;  the  suitability  of  the 
facilities;  and  the  appropriateness  of  the  requested  budget  to  the  work 
proposed.  An  additional  criterion  will  be  the  importance  of  the  proposed 
research  to  the  objectives  of  this  RFA. 

IX.  METHOD  OF  APPLYING 

A.  Letter  of  Intent 

Prospective  applicants  are  encouraged  to  submit  to  the  Review  Branch  of  the 
Institute  a one-page  letter  of  intent  that  includes  a brief  synopsis  of  the 
proposed  research  and  identification  of  any  other  participating  institutions. 
The  Institute  requests  such  letters  for  the  purpose  of  providing  an  indication 
of  the  number  and  scope  of  applications  to  be  received.  A letter  of  intent  is 
not  binding,  it  will  not  enter  into  the  review  of  any  application  subsequently 
submitted,  and  it  is  not  a necessary  requirement  for  application. 

This  letter  should  be  received  no  later  than  February  15,  1983,  and  sent  to: 

Dr.  Charles  Turbyfill 
National  Heart,  Lung,  and  Blood  Institute 
Westwood  Building  - Room  553 
Bethesda,  Maryland  20205 

B.  Format  for  Applications 

Submit  applications  on  form  PHS  398,  the  application  form  for  the  traditional 
research-project  grant.  This  form  is  available  in  an  applicant  institution's 
office  of  sponsored  research  or  business  office  orfrom  the  Division  of 
Research  Grants  (DRG).  Use  the  conventional  format  for  research-project 
grant  applications  and  ensure  that  the  points  identified  in  the  Section  on 
"Review  Procedures  and  Criteria"  are  fulfilled. 

To  identify  the  application  as  a response  to  this  RFA,  check  "yes"  on  Item  2 
of  page  1 of  the  application  and  enter  the  title:  "ETIOLOGY, 
PATHOGENESIS,  AND  TREATMENT  OF  APLASTIC  ANEMIA"  and  the  RFA 
number  "NIH-NHLBI-DBDR-83G-H." 

C.  Application  Procedure 

Send  or  deliver  the  completed  application  and  six  (6)  signed,  exact 
photocopies  of  it  to: 


Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
Bethesda,  Maryland  20205 


Send  an  additional  twenty  (20)  copies  of  the  application  to: 

Review  Branch,  DEA,  NHLBI 
National  Institutes  of  Health 
Westwood  Building  - Room  5A15 
Bethesda,  Maryland  20205 

Applications  must  be  received  by  April  15,  1983.  An  application  not  received 
by  this  date  will  be  considered  ineligible,  but,  after  discussion  with  the 
applicant,  it  may  be  considered  as  a regular  research-project  grant 
application. 

Timetable 


Letter  of  intent 

Application  receipt  date 

Review  by  the  National 
Heart,  Lung,  and  Blood 
Advisory  Council 

Anticipated  award  date 

D.  Inquiries 


February  15,  1983 
April  15,  1983 


September  22-24,  1983 
September  30,  1983 


Inquiries  regarding  this  announcement  may  be  directed  to  the  program 
administrator: 


Dr.  Alan  S.  Levine 

Red  Blood  Cell  Program  Administrator 
Blood  Diseases  Branch 
Division  of  Blood  Diseases  and  Resources 
Federal  Building  - Room  5A12 
Bethesda,  Maryland  20205 


Telephone:  (301)  496-5911 
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ANNOUNCEMENT 


REQUEST  FOR  RESEARCH  GRANT  APPLICATIONS:  RFA 
RF  A-NIH-N  HL  BI-DL  D-83G-I 

EXTRACELLULAR  MATRIX  INTERACTIONS  IN  THE 

NORMAL  AND  DISEASED  LUNG 

NATIONAL  HEART, LUNG,  AND  BLOOD  INSTITUTE 

Application  Receipt  Date:  April  15,  1983 


I.  PURPOSE 

The  Division  of  Lung  Diseases  (DLD),  National  Heart,  Lung,  and  Blood  Institute 
(NHLBI),  invites  grant  applications  for  research  on  the  cellular  and  the  biochemical 
aspects  of  the  extracellular  matrix  in  normal  and  diseased  lung.  The  objective  of 
this  special  grant  program  is  to  improve  our  understanding  of  the  role  of  the 
interactions  of  extracellular  matrix  components  in  maintaining  normal  lung 
functions,  changes  in  the  organization  and  composition  of  these  components  in 
various  pulmonary  diseases  and  the  subsequent  repair  processes. 

Applications  received  in  response  to  this  request  will  be  reviewed  in  a single 
competition. 

II.  DISCIPLINES  AND  EXPERTISE 

Among  the  disciplines  and  expertise  that  may  be  appropriate  for  this  research 
program  are  cell  biology,  molecular  biology,  biochemistry,  immunology,  cellular 
physiology,  and  pulmonary  pathology. 

III.  SCIENTIFIC  BACKGROUND 

The  mammalian  lung  comprises  a number  of  cell  types  and  subtypes  surrounded  and 
supported  by  extracellular  matrices  consisting  primarily  of  collagen,  elastin, 
proteoglycans,  fibronectin,  and  other  as  yet  poorly  characterized  components. 
These  extracellular  components  are  believed  to  account  for  many  of  the 
mechanical  properties  of  the  lung.  Recent  studies  of  non-pulmonary  systems  have 
clearly  demonstrated  that  the  concept  of  the  extracellular  matrices  as  inert 
supporting  materials  secreted  by  cells  to  serve  as  mere  scaffoldings  is  no  longer 
valid.  They  are  now  perceived  as  biologically  active  components  of  the  tissues,  in 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance,  No.  13.838, 
Lung  Diseases.  Awards  will  be  made  under  the  authority  of  the  Public  Health  Service 
Act  301  (42  USC  241)  and  administered  under  PHS  grant  policies  and  Federal  regulations, 
most  specifically  42  CFR  Part  52  and  45  CFR  Part  74.  This  program  i not  subject  to  A- 
95  Clearinghouse  or  Health  Systems  Agency  review. 


constant  communication  with  cells  they  surround  and  capable  of  influencing 
metabolism,  shape,  size  and  ultimate  fate  of  these  cells. 

For  many  types  of  cells,  attachment  to  collagenous  matrix  influences  growth  as 
well  as  differentiation.  Such  interactions  of  cells  with  matrix  are  mediated  by 
glycoproteins  which  are  specific  for  each  cell  type  and  its  matrix.  For  example, 
attachment  of  fibroblasts,  chondrocytes  and  epithelial  cells  is  mediated  by 
fibronectin,  chondronecin  and  laminin  respectively.  These  glycoproteins 
conceivably  link  specific  groups  on  the  matrix  molecules  with  putative  receptors  on 
cell  surfaces.  There  is  evidence  from  non-pulmonary  systems,  that  these 
attachment  proteins  are  more  than  passive  interlocks,  and  play  regulatory  roles  in 
cellular  functions.  Such  specific  attachment  glycoproteins  may  be  similarly 
associated  with  lung  tissue. 

In  emphysema,  where  the  pathology  is  clearly  related  to  the  derangement  of  the 
pulmonary  connective  tissue  protein  elastin,  there  has  been  little  investigation  into 
the  role  of  matrix  interactions  in  the  development  of  the  lesion.  Since  elastase 
from  the  polymorphonuclear  leukocytes,  which  is  implicated  in  the  degradation  of 
elastin,  also  digests  other  matrix  components  such  as  fibronectin,  collagens, 
proteoglycans,  etc.,  these  macromolecules  may  influence  elastin  degradation. 

Examples  of  specialized  extracellular  matrices  are  provided  by  the  basement 
membranes  surrounding  epithelial  and  endothelial  cells.  Recent  studies  with 
glomerular  basement  membranes  suggest  that  an  important  function  of  the  alveolar 
and  capillary  basement  membranes,  namely,  the  regulation  of  transport  of 
molecules  from  endothelium  to  interstitium  and  from  interstitium  to  alveolus,  may 
be  influenced  by  the  interaction  among  the  basement  membrane  components. 
Furthermore,  alveolar  and  capillary  basement  membranes  contain  anionic 
components,  such  as  heparan  proteoglycans  as  do  glomerular  basement  membranes 
and  it  is  possible  that  "increased  permeability"  pulmonary  edema  is  analogous  to 
the  basement  membrane-related  permeability  changes  noted  in  diseased  kidney. 
The  role  of  pulmonary  basement  membrane  components,  individually  or  in 
combinations,  in  the  regulation  of  permeability  needs  to  be  better  understood. 

Extracellular  matrix  component  interactions  may  also  influence  the  repair 
processes,  by  directing  the  spatial  orientation  of  cells  following  lung  tissue  injury. 
For  example,  it  has  long  been  suspected  that  the  exposed  basement  membrane,  free 
of  attached  cells,  is  somehow  responsible  for  the  type  II  cell  proliferation  and 
differentiation  associated  with  lung  repair.  In  experimental  emphysema,  elastin 
levels,  which  decrease  following  elastase  treatment,  eventually  return  to 
approximately  normal  levels.  However,  the  new  elastin  appears  to  be 
morphologically  abnormal.  This  could  be  due  to  changes  either  in  temporal 
synthetic  sequence  of  the  various  matrix  components  which  may  prevent 
development  of  appropriate  interactions  or  in  the  controlled  degradation  of  other 
components. 

In  recent  years  considerable  information  on  the  biochemistry  of  individual 
components  of  the  pulmonary  extracellular  matrix  has  become  available.  However, 
little  is  known  of  their  interactions  and  organization,  and  neither  a plausible 
structural  model  of  the  matrices  nor  a correlation  of  biochemical  organization  with 
morphology  and  function  have  been  developed. 
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IV.  OBJECTIVES  AND  SCOPE 

It  is  the  intent  of  this  RFA  to  encourage  study  of  the  roles  of  the  various 
components  of  pulmonary  extracellular  matrix  in  the  maintenance  of  normal  lung 
function,  in  the  development  of  physiologic  and  structural  abnormalities  in  acute 
and  chronic  disease  states  and  in  induction  of  subsequent  repair  processes. 

Applications  are  invited  for  studies  designed  to  investigate  the  regulation  of 
biosynthesis  and  interactions  of  the  pulmonary  extracellular  matrix  components, 
and  their  role  and  fate  in  disease  and  repair.  Studies  may  be  undertaken  in  any 
species  but  they  should  have  clear  relevance  to  human  pulmonary  biology  and 
pathology.  In  all  instances,  the  perceived  relationship  and  importance  of  the 
proposed  work  to  the  improved  understanding  of  human  pulmonary  diseases  should 
be  made  explicit.  New  approaches  and  multidisciplinary  research  efforts  are 
encouraged. 

Some  unanswered  questions  relevant  to  the  biology  of  the  pulmonary  matrix  are 
listed  below  in  order  to  provide  a perspective  of  the  scope  of  research  that  would 
meet  the  goals  of  this  program. 

A.  Matrix  Assembly 

Even  though  the  synthesis  of  individual  components  of  extracellular 
matrices  from  various  organ  systems  is  being  elucidated,  the  total  picture 
of  matrix  synthesis  is  far  from  clear,  especially  in  the  lung.  To  delineate 
the  changes  in  the  amounts  and  sequential  synthesis  of  the  components  of 
the  extracellular  matrix  during  disease  and  repair,  a thorough 
understanding  of  the  factors  influencing  both  the  de  novo  synthesis  and 
turnover  of  the  matrix  components  is  required.  Some  questions  that  need 
to  be  answered  in  this  regard  are:  How  does  tfye  synthesis  of  matrix  by 
fully  differentiated  cells  differ  from  that  during  embryonic  development? 
What  are  the  feedback  controls  that  induce  the  cells  to  turn  on  or  off  the 
synthesis  of  extra  cellular  matrix  components?  Is  there  a temporal 
sequence  for  the  synthesis  of  various  extracellular  matrix  components? 
What  is  the  relationship  between  molecular  and  supramolecular  structures 
of  extracellular  matrix  and  macroscopic  tissue  organization  and  function  in 
normal  and  diseased  lung? 

B.  Biological  Functions 

The  components  of  the  extracellular  matrix  are  believed  to  be  in  constant 
communication  with  the  cell,  influencing  the  performance  and  functions  of 
the  organ.  However,  little  is  known  regarding  the  mechanisms  of  such 
communication  and  function.  For  example:  What  are  the  mechanisms  of 
matrix  cell  communication  in  the  pulmonary  tissue?  What  is  the  nature  of 
the  receptor(s)  on  cell  surface  that  react  with  extracellular  matrix 
components?  What  is  the  nature  and  role  of  the  basement  membrane 
components,  alone  or  in  combination,  in  influencing  the  alveolar 
permeability? 

C.  Disease  and  Repair 

It  has  been  shown  that  repair  processes  following  tissue  injury  involve  both 
qualitative  and  quantitative  changes  in  the  extracellular  matrix 
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components.  A clear  understanding  of  these  changes  could  help 
development  of  intervention  strategies.  The  following  questions  need  to  be 
addressed  in  this  regard:  What  types  of  perturbations  are  caused  in  the 
interactions  of  pulmonary  matrix  components  during  disease?  How  do  cells 
respond  to  such  perturbations?  What  are  the  roles  of  the  various 
extracellular  matrix  components  in  the  repair  processes  following  or  during 
pulmonary  disease?  What  factors  prevent  normal  repair  processes  or  cause 
misrepair  to  operate  in  diseased  lung? 

It  is  not  required  that  all  of  these  questions  be  dealt  with  in  a single 
proposal.  Investigators  are  encouraged  to  consider  other  relevant  questions 
and  approaches  which  would  expand  our  understanding  of  the  role  of  the 
pulmonary  extracellular  matrix  in  normal  and  diseased  lung. 

V.  EXCLUSIONS 

Studies  of  nonpulmonary  systems,  and  solely  biochemical  or  morphometric  studies 
of  individual  components  of  extracellular  matrix  exclusive  of  the  nature  and 
effects  of  their  interactions  will  not  be  considered  responsive  to  this 
announcement.  Investment  of  major  effort  towards  isolation  of  biochemical 
components  or  establishment  of  new  cell  lines  is  not  encouraged.  Studies  dealing 
with  lung  cancer  are  also  excluded  from  this  program. 

VI.  MECHANISM  OF  SUPPORT 

The  support  mechanism  for  this  program  will  be  the  traditional,  individual,  research 
project  grant.  Although  approximately  $800,000  is  included  for  this  program  in  the 
financial  plans  for  fiscal  year  1983,  award  of  grants  pursuant  to  this  RFA  is 
contingent  upon  receipt  of  funds  for  this  purpose.  It  is  anticipated  that  six  to  eight 
grants  will  be  awarded  under  this  program.  The  specific  amount  to  be  funded  will, 
however,  depend  on  the  merit  and  scope  of  the  applications  received  and  the 
availability  of  funds.  Since  a variety  of  approaches  would  represent  valid  responses 
to  this  announcement,  it  is  anticipated  that  there  will  be  a range  of  costs  among 
individual  grants  awarded. 

Upon  initiation  of  the  program,  the  DLD  will  sponsor  periodic  meetings  to 
encourage  exchange  of  information  among  investigators  who  participate  in  this 
program.  In  the  preparation  of  the  budget  for  the  grant  application,  applicants 
should  request  travel  funds  for  a one-day  meeting  each  year,  most  likely  to  be  held 
in  Bethesda,  Maryland.  Applicants  should  also  include  a statement  in  their 
applications  indicating  their  willingness  to  participate. 

Applicants  should  plan  and  execute  their  own  research  programs  and  are  requested 
to  furnish  their  own  estimates  of  the  funds  and  time  required  to  achieve  the 
objectives  of  the  proposed  research  project;  however,  the  award  period  for  this 
activity  must  not  exceed  three  years.  At  the  end  of  the  initial  award  period, 
renewal  applications  may  be  submitted  for  further  competitive  review  through  the 
regular  grant  period  of  the  NIH.  It  is  anticipated  that  support  will  begin  on 
September  30,  1983. 

The  current  policies  and  requirements  that  govern  the  research  grant  programs  of 
the  NIH  will  prevail,  including  the  requirement  for  cost  sharing. 
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VII.  REVIEW  PROCEDURES  AND  CRITERIA 

A.  Review  Method 

All  applications  submitted  in  response  to  this  RFA  will  be  reviewed  for 
scientific  and  technical  merit  by  an  initial  review  group,  which  will  be 
convened  by  the  Division  of  Extramural  Affairs  (DEA),  NHLB1,  solely  to 
review  these  applications.  Upon  receipt,  applications  will  be  reviewed  for 
their  responsiveness  to  the  objectives  of  this  RFA.  If  an  application  is 
judged  unresponsive,  the  applicant  will  be  contacted  and  given  an 
opportunity  to  withdraw  the  application  or  permit  administrative  transfer 
for  consideration  in  the  regular  grant  program  of  the  NIH. 

If  a proposal  submitted  in  response  to  this  RFA  is  identical  to  a research 
grant  application  already  submitted  to  the  NIH  for  review,  the  applicant 
will  be  asked  to  withdraw  the  pending  application  before  the  new  one  is 
accepted.  Simultaneous  submission  of  identical  applications  will  not  be 
allowed. 

B.  Review  Criteria 

The  factors  to  be  considered  in  the  evaluation  of  scientific  merit  of  each 
application  will  be  similar  to  those  used  in  the  review  of  traditional 
research  project  grant  applications,  including  the  novelty,  originality,  and 
feasibility  of  the  approach;  the  training,  experience,  and  research 
competence  of  the  investigator(s);  the  adequacy  of  the  experimental 
design;  the  suitability  of  the  facilities;  and  the  appropriateness  of  the 
requested  budget  to  the  work  proposed. 

VIII.  METHOD  OF  APPLYING 

A.  Letter  of  Intent 

Prospective  applicants  are  asked  to  submit  a one-page  letter  of  intent  that 
includes  a brief  synopsis  of  the  proposed  research  and  identification  of  any 
other  participating  institutions.  Such  letters  are  requested  for  the  purpose 
of  obtaining  an  indication  of  the  number  and  scope  of  applications  to  be 
received.  A letter  of  intent  is  not  binding,  and  it  will  not  enter  into  the 
review  of  any  application  subsequently  submitted,  nor  is  it  a necessary 
requirement  for  application.  This  letter  should  be  received  no  later  than 
February  13,  1983,  and  sent  to: 

Dr.  Charles  L . T urbyf ill 
National  Heart,  Lung,  and  Blood  Institute 
Westwood  Building  - Room  333 
Bethesda,  Maryland  20203 

B.  Format  for  Applications 

Submit  applications  on  form  PHS  398,  the  application  form  for  the 
traditional  research  project  grant.  This  form  is  available  in  the  applicant 
institution's  office  of  sponsored  research  or  from  the  Division  of 


Research  Grants  (DRG).  Use  the  conventional  format  for  research  project 
grant  applications  and  ensure  that  the  points  identified  in  the  section  on 
"Review  Procedures  and  Criteria"  are  fulfilled. 

To  identify  the  application  as  a response  to  this  RFA,  check  "yes"  on  item  2 
of  page  1 of  the  application  and  enter  the  title  "EXTRA  MATRIX 
INTERACTIONS  IN  THE  NORMAL  AND  DISEASED  LUNG"  and  the  RFA 
number  NIH-NHL BI-DL  D-83G-I. 

C.  Application  Procedure 

Send  or  deliver  the  completed  application  and  six  (6)  signed,  exact 
photocopies  of  it  to: 

Division  of  Research  Grants 
National  Institutes  of  Health 
Westwood  Building  - Room  240 
Bethesda,  Maryland  20205 

Send  an  additional  twenty  (20)  copies  of  the  application  to: 

Review  Branch,  DEA 
National  Heart,  Lung,  and  Blood  Institute 
National  Institutes  of  Health 
Westwood  Building  - Room  5A15 
Bethesda,  Maryland  20205 

Applications  must  be  received  by  April  15,  1983.  An  application  not 
received  by  this  date  will  be  considered  ineligible. 

D.  Timetable 

Letter  of  intent 
Application  receipt  date 
Review  by  National  Advisory 
Council 

Anticipated  award  date 

E.  Inquiries 

Inquiries  regarding  this  announcement  may  be  directed  to  the  program 
administrator: 


February  15,  1983 
April  15,  1983 

September  22-24,  1983 
September  30,  1983 


Dr.  Zakir  Bengali 

Airways  Diseases  Branch 

Division  of  Lung  Diseases 

National  Heart,  Lung,  and  Blood  Institute 

National  Institutes  of  Health 

Westwood  Building  - Room  6A11 

Bethesda,  Maryland  20205 


Telephone:  (301)  496-7332 
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ANNOUNCEMENT 


AVAILABILITY  OF  ANIMALS  WITH  INHERITED  RETINAL  DEGENERATIONS 
NATIONAL  EYE  INSTITUTE 


The  National  Eye  Institute  encourages  research  directed  toward  finding  the  causes  of  and 
preventing  human  heredoretinal  degenerations.  An  NEI  contract  supports  the 
development  of  strains  of  dogs  with  progressive  retinal  atrophy  and  the  breeding  and 
distribution  of  these  animals  for  research  purposes.  Irish  setters  exhibiting  rod-cone 
dysplasia  and  miniature  poodles  with  progressive  rod-cone  degeneration  will  continue  to 
be  made  available  to  qualified  investigators.  Investigators  interested  in  obtaining 
animals  are  encouraged  to  contact  the  NEI.  A brief  research  protocol  will  be  requested 
and  it  will  be  competitively  reviewed  for  scientific  merit  by  a selection  committee. 
There  will  be  no  charge  for  the  animals,  but  shipping  and  other  research  related  costs 
will  be  the  responsibility  of  the  individual  investigator.  For  further  information  please 
contact: 


3ack  A.  McLaughlin,  Ph.D. 

Retinal  and  Choroidal  Diseases  Branch 
National  Eye  Institute 
National  Institutes  of  Health 
Building  31  - Room  6A31 
Bethesda,  Maryland  20203 


Telephone:  (301)  496-3983 
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ANNOUNCEMENT 


REQUEST  FOR  RESEARCH  GRANT  APPLICATIONS:  RFA 

RFA-NIH-NHL  BI-DHVD-83G-3 

SPECIALIZED  CENTERS  OF  RESEARCH  IN  ISCHEMIC  HEART  DISEASE  (IHD-SCORs) 

NATIONAL  HEART, LUNG,  AND  BLOOD  INSTITUTE 

Application  Receipt  Date:  July  18,  1983 


I.  PURFOSE 

The  Division  of  Heart  and  Vascular  Diseases  (DHVD)  of  the  National  Heart,  Lung, 
and  Blood  Institute  (NHLBI),  intends  to  renew  the  IHD-SCOR  program.  These 
centers  include  multidisciplinary  fundamental  and  clinical  research  directed  at  the 
reduction  of  death  and  disability  from  ischemic  heart  disease.  The  characteristics 
of  Specialized  Centers  of  Research  in  Ischemic  Heart  Disease  as  well  as  the 
requirements  and  format  of  applications  submitted  in  response  to  this  RFA  are 
covered  in  subsequent  pages.  Applications  received  in  response  to  this  request  will 
participate  in  a single  competition.  It  is  open  to  all  interested  investigators,  those 
presently  involved,  and  those  now  interested  in  participating. 

II.  DISCIPLINES  AND  EXPERTISE 

This  request  for  grant  applications  will  be  of  interest  to  groups  engaged  in 
cardiovascular  research,  particularly  those  whose  investigations  include 
fundamental  studies.  Investigators  in  some  or  all  of  the  following  disciplines  may 
wish  to  participate:  biochemistry,  biomedical  engineering,  biophysics,  biostatistics, 
computer  sciences,  endocrinology,  epidemiology,  immunology,  molecular  biology, 
pathology,  pharmacology,  and  physiology.  The  request  will  also  be  of  interest  to 
those  involved  in  clinical  investigation  of  ischemic  heart  disease,  particularly  as  it 
relates  to  the  application  of  basic  research  findings  to  the  prevention,  diagnosis  and 
treatment  of  myocardial  ischemia.  Investigators  in  some  or  all  of  the  following 
clinical  disciplines  may  wish  to  participate:  cardiology,  radiology,  nuclear 

medicine,  and  cardiovascular  surgery. 


This  program  is  described  in  the  Catalog  of  Federal  Domestic  Assistance  No.  13.837, 
Heart  and  Vascular  Diseases.  Awards  will  be  made  under  the  authority  of  the  Public 
Health  Service  Act,  Section  301  (42  USC  241)  and  administered  under  PHS  grant  policies 
and  Federal  regulations,  most  specifically  42  CFR  Part  52  and  45  CFR  Part  74.  This 
program  is  not  subject  to  A-95  Clearinghouse  or  Health  Systems  Agency  review. 
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III.  BACKGROUND 

A.  The  Coronary  Heart  Disease  Program 

The  Ischemic  Heart  Disease  Specialized  Centers  of  Research  (SCORs)  are 
part  of  the  Coronary  Heart  Disease  Program  of  the  DHVD,  NHLBI.  The 
Institute  and  Division  have  responsibility  for  the  design  and  administration  of 
research  leading  to  the  reduction  of  death  and  disability  from  ischemic  heart 
disease.  The  Program  is  intended  to  foster  the  development  of  new 
knowledge  and  to  support  the  translation  of  research  results  into  preventive, 
diagnostic  and  therapeutic  maneuvers  which  will  have  wide  clinical 
application. 

The  Program  supports  a wide  range  of  research  activities  directed  towards 
this  goal.  These  activities  cover  the  research  spectrum  from  fundamental 
studies  to  clinical  investigations.  The  mechanisms  of  support  include,  in 
addition  to  the  SCORs,  individual  research  grants,  program  projects,  clinical 
trials  and  patient  registries. 

The  SCORs  are  microcosms  of  the  Program  in  that  they  include  all  aspects  of 
these  research  activities.  SCORs  have  the  advantage  that  these  various 
activities  are  coordinated  in  a single  center  and  across  a loose  confederation 
of  centers  leading  to  close  interaction  and  rapid  dissemination  of  research 
findings  for  the  mutual  benefit  of  SCOR  investigators,  the  general 
cardiovascular  community  and  ultimately  the  patient  with  coronary  heart 
disease. 

B.  History  of  the  SCOR  Concept 

The  IHD-SCORs  evolved  from  the  Myocardial  Infarction  Research  Units 
(MIRU’s)  which  were  established  in  1967  and  expanded  in  1968.  These  units 
were  largely  clinical  in  orientation.  Early  recognition  of  the  need  for 
balanced  fundamental  and  applied  research  within  centers  for  the  study  of 
ischemic  heart  disease  led  to  the  IHD-SCOR  concept.  Thus  specialized 
centers  were  sought  in  which  fundamental  and  clinical  research  could  be 
coordinated  in  a manner  that  would  facilitate  the  development  of  new 
knowledge  and  its  expeditious  transfer  to  prevention  and  treatment  of 
coronary  heart  disease. 

The  first  competition  for  such  centers  results  in  the  establishment,  in  1975, 
of  nine  specialized  Centers  of  Research  in  Ischemic  Heart  Disease  funded  for 
a period  of  five  years.  All  centers  pursued,  with  varying  intensity,  both  basic 
and  clinical  research.  A renewal  competition  in  1979  resulted  in  the 
establishment  of  the  curent  eight  centers;  funding  for  these  grants  will 
terminate  in  1984. 

C.  Definition  of  a SCOR 

A Specialized  Center  of  Research  (SCOR)  is  an  identifiable  unit  within  a 
sponsoring  institution  with  a strong  commitment  to  this  activity.  Each  SCOR 
conducts  its  own  research  program  based  on  local  interest  and  talents.  Each 
research  program  consists  of  a sustained  series  of  investigations  aimed  at  the 


reduction  of  death  and  disability  from  ischemic  heart  disease  through  better 
understanding  of  the  etiology  and  pathogenesis  of  various  ischemic  syndromes 
and  ultimately  leading  to  improved  prevention,  diagnosis  and  treatment. 

A SCOR  consists  of  a cluster  of  individual,  but  related,  research  projects, 
each  with  high  scientific  merit  and  clear  research  objectives.  A SCOR  may 
address  more  than  one  issue;  however,  a broad  range  in  topics  is  not  a 
requisite.  A SCOR  may  also  include  one  or  more  core  resources,  which 
perform  specialized  service  activities  such  as  biochemical  analysis, 
pathology,  or  data  management.  These  activities  are  shared  by  several  or  all 
investigators.  The  core  investigators,  in  addition  to  performing  service 
functions,  may  also  conduct  research  projects. 

Investigators  participating  in  a SCOR  must  be  of  recognized  ability,  capable 
of  conducting  independent  research,  and  willing  to  make  long  term 
commitments  to  the  goals  of  the  SCOR.  SCOR  scientists  should  have  access 
to  facilities  where  innovative  fundamental  and  clinical  investigations  can  be 
conducted. 

D.  SCOR  Director 

The  SCOR  Director  must  provide  strong,  effective  administrative  and 
scientific  leadership.  The  Director  is  responsible  for  the  organization  and 
operation  of  the  center  and  for  communication  with  the  NHLBI  on  all 
scientific  and  operational  matters.  The  SCOR  Director  is  responsible  for 
maintaining  high  quality  research  throughout  the  five-year  funding  period. 
New  projects  may  be  incorporated  into  the  program  at  any  time  at  the 
discretion  of  the  Director  with  final  review  and  approval  by  NHLBI.  SCOR 
grantees  are  thus  encouraged  to  pursue  promising  research  leads.  By  the 
same  token,  if  a Director  deems  it  advisable  to  discontinue  a project,  NHLBI 
staff  should  be  consulted  before  implementing  the  decision.  Each  SCOR 
Director  must  encourage  and  support  close  collaboration  between  individual 
SCOR  investigators  by  means  of  frequent  seminars  and  scientific  meetings. 

Each  SCOR  Director  must  establish  both  internal  and  external  advisory 
committees  which  will  periodically  assess  the  overall  program  as  well  as  the 
progress  of  individual  projects.  The  external  advisory  committee  must 
consist  of  expert  consultants  from  outside  the  grantee  institution  and  must 
meet  annually.  The  NHLBI  program  officer  may  attend  their  meetings  as  an 
observer. 

E.  Interactions  Among  SCORS 

Active  collaboration  among  the  individual  SCORs  is  a most  important  aspect 
of  the  SCOR  program.  SCOR  Directors  meet  at  least  once  each  year  to 
review  progress,  discuss  common  problems,  and  plan  collaborative  efforts. 
An  annual  meeting  of  SCOR  investigators  is  coordinated  by  NHLBI  and  the 
SCOR  Directors.  The  purpose  of  the  meeting  is  to  encourage  exchange  of 
information  among  SCOR  investigators,  and  to  help  plan  future  directions. 
Topics  for  formal  presentation  by  SCOR  investigators  are  chosen  by  the 
Directors  and  NHLBI  staff. 
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F.  Relation  to  the  NHLBI 

A SCOR  is  a grant-in-aid  which  differs  from  other  research  grants  in  its  goal 
orientation.  The  award  of  a SCOR  grant  will  establish  a special  relation 
between  the  NHLBI  and  the  grantee  institution.  The  NHLBI  will  designate  a 
scientific  program  officer  who  will  monitor  the  program  and  when  necessary 
provide  advice  to  the  Director  and  staff  of  each  SCOR. 

Scientific  progress  will  be  evaluated  annually  by  the  Institute  by  review  of 
progress  reports  included  in  noncompeting  renewal  applications.  Interim 
evaluations  will  also  be  conducted  by  the  DHVD. 

IV.  OBJECTIVES  AND  SCOPE 

This  solicitation  for  applications  for  SCORs  on  ischemic  heart  disease  emphasizes  a 
continuing  trend  in  the  SCOR  program  toward  the  inclusion  of  more  research  that 
is  directed  toward  the  elucidation  of  fundamental  mechanisms  involved  in  the 
manifestations  and  sequelae  of  myocardial  ischemia.  Therefore,  the  proposed 
program  should  include  fundamental  as  well  as  clinically  oriented  research  and 
should  provide  for  a mutually  supportive  interaction  between  the  basic  scientists 
and  clinical  investigators.  The  individual  projects  should  be  correlative  or 
complementary  in  terms  of  the  topic  or  topics  chosen  within  the  general  area  of 
ischemic  heart  disease.  It  is  hoped  that  new  applicants  will  participate  in  the 
competition  and  that  it  will  be  possible  to  fund  some  smaller  centers.  It  is  unlikely, 
however,  that  an  application  with  less  than  three  projects  would  be  responsive. 
Emphasis  in  proposed  projects  should  be  on  the  development  of  innovative 
approaches,  the  elaboration  of  new  and  significant  hypotheses,  and  the  generation 
of  novel  strategies  to  resolve  current  issues. 

The  unsolved  problems  in  research  related  to  ischemic  heart  disease  are  many.  A 
catalog  of  these  prolems  would  be  lengthy  and  probably  not  useful  in  this 
document.  The  following  brief  discussion  of  research  topics  is  intended  to  offer  a 
few  examples  of  the  kinds  of  research  sought  and  to  emphasize  the  importance  of 
fundamental,  new,  and  innovative  research  in  this  second  renewal  of  the  IHD-SCOR 
program. 

Many  basic  structural  and  functional  charcteristics  of  the  coronary  circulation, 
both  large  and  small  vessels,  under  normal  and  hypoxic  conditions  are  poorly 
understood.  The  pathophysiology  of  ischemic  injury,  the  time  course,  and  means  to 
modify  and  prevent  severe  ischemic  injury  and  necrosis  in  the  coronary  circulation 
itself  are  important  research  topics.  The  roles  of  coronary  endothelial  injury, 
spasm  and  thrombosis  in  the  genesis  of  acute  ischemic  events  are  poorly 
understood.  The  therapeutic  control  of  inadequate  coronary  flow  during  acture 
ischemia  might  be  a clinically  oriented  project  of  importance  to  pursue  in  parallel 
with  basic  studies. 

Topics  of  substantial  importance  are  the  mechanisms  involved  in  triggering  acute 
ischemic  events  such  as  sudden  cardiac  death  and  acute  infarction  with  or  without 
associated  coronary  occlusion.  The  local  and  systemic  factors  leading  to  acute 
thrombosis  and  spasm  in  epicardial  coronary  arteries  are  only  dimly  perceived. 
Refinement  of  diagnostic  technique  to  predict  the  likelihood  of  acute  events  and  to 
promote  understanding  of  the  etiology  and  pathophysiology  of  such  events  would  be 
of  value  in  the  design  of  new  preventive  and  therapeutic  maneuvers.  Both 
fundamental  and  applied  studies  are  needed  in  this  area. 


The  development  of  collateral  vessels  in  response  to  chronic  ischemia,  and 
following  an  acute  event  is  of  interest,  particularly  with  regard  to  the  mechanisms 
which  initiate  the  process.  The  factors  which  lead  to  exuberant  collateral 
development  in  some  individuals  and  the  paucity  of  such  vessels  in  others  are 
unknown  and  involve  fundamental  biologic  processes  such  as  growth  and 
differentiation.  Elucidation  of  control  mechanisms  might  ultimately  permit 
endogenous  bypass  of  epicardial  coronary  lesions. 

While  the  study  of  heart  function  has  produced  much  new  knowledge  in  recent 
years,  these  advances  have  uncovered  many  areas  that  demand  further  study, 
particularly  at  the  cellular  level.  The  sequence  of  events  leading  from  reversible 
to  irreversible  damage  of  the  heart  muscle  cell  in  ischemia  needs  further 
elucidation  in  order  to  design  more  effective  pharmacologic  modalities  for 
interruption  of  this  process.  For  example,  further  studies  are  needed  of  ischemic 
metabolic  changes  and  the  manner  in  which  ischemic  conditions  modify  the 
contractile  and  electrophysiologic  properties  of  cardiac  tissue.  Another  example 
concerns  the  role  of  various  subcellular  organelles  in  maintaining  these  properties 
and  the  role  which  impaired  function  of  these  organelles  plays  in  the  development 
of  irreversible  damage  to  heart  muscle  cells.  Therapy  designed  to  protect  the 
integrity  of  cellular  organelles  might  be  pursued  both  in  the  laboratory  and  the 
clinic. 

Disturbances  in  protein  synthesis  and  degradation  in  heart  muscle  as  a result  of 
acute  or  chronic  oxygen  or  substrate  deprivation  may  play  a role  in  the  loss  of 
contractile  function.  Little  attention  has  been  paid  to  the  factors  in  ischemia 
which  might  disturb  the  balance  of  protein  turnover.  Moreover  little  attention  has 
been  paid  to  cardiac  hypertrophy  which  results  from  chronic  myocardial  ischemia. 
Hypertrophy  is  a fundamental  biologic  process  which  is  poorly  understood. 

The  relationship  of  the  nervous  system  to  cardiac  function  under  normal  and 
ischemic  conditions  is  an  important  topic  for  further  fundamental  research. 
Central  nervous  system  effects  upon  the  coronary  circulation  and  heart  function 
are  not  well  understood.  Furthermore,  information  on  the  effect  of  central  nervous 
system  stimulation  of  the  ischemic  heart  and  whether  this  is  a significant  factor 
leading  to  arrhythmias  and  sudden  death  is  of  paramount  importance  in  view  of  the 
continued  prevalance  of  instantaneous  sudden  cardiac  death  and  the  fact  that  under 
the  best  of  circumstances  only  20-40  percent  survive  this  catastrophic  event.  The 
importance  of  fundamental  understanding  of  these  processes  is  crucial  to  effective 
preventive  efforts. 

Much  remains  unknown  concerning  the  complex  mechanisms  which  mediate  control 
of  the  heart  by  both  the  sympathetic  and  parasympathetic  limbs  of  the  autonomic 
nervous  system.  The  manner  in  which  this  control  may  be  exerted  by  various 
biochemical  entities  at  the  cellular  and  molecular  level  to  affect  contractile  and 
electrophysiological  properties  requires  further  clarification.  This  is  of  particular 
importance  given  the  recent  clear  demonstration  that  beta-blockade  reduces 
mortality  in  survivors  of  myocardial  infarction. 

The  clinicopathologic  features  of  various  ischemic  heart  disease  syndromes  need  to 
be  further  clarified  in  order  to  define  risk  groups,  to  develop  prognostic  criteria 
and  ultimately  to  design  and  evaluate  pharmacologic  interventions.  Topics  of 
current  interest  include  continuing  efforts  to  reduce  oxygen  demand  by  the  heart 
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while  maintaining  function,  the  maintenance  of  an  adequate  energy  supply  in  the 
face  of  hypoxia  and  the  control  of  cellular  injury  and  the  inflammatory  process. 
These  are  examples  of  areas  where  the  results  of  basic  findings  are  close  to 
providing  new  leads  for  the  treatment  of  patients. 

V.  EXCLUSIONS 

No  support  will  be  provided  for  large  clinical  trials  or  for  programs  containing 
exclusively  clinical  studies  or  fundamental  studies  without  at  least  one  clinically 
oriented  project.  While  the  development  of  new  instrumentation  may  be  a part  of 
the  SCOR,  support  for  development  alone,  will  not  be  funded.  Similarly,  funds  will 
not  be  provided  for  the  purchase  and  installation  of  very  expensive,  new 
equipment.  Institute  staff  should  be  consulted  if  an  applicant  has  questions 
regarding  this  limitation. 

VI.  MECHANISM  OF  SUPPORT 

The  support  mechanism  will  be  the  research  grant-in-aid  for  a period  of  five  years 
commencing  January  1,  1985.  However,  it  will  differ  from  other  research  grants  in 
the  expected  communication  between  centers  and  periodic  structured  review  of 
progress  by  the  NHLBI. 

Applicants  are  expected  to  furnish  their  own  estimates  of  the  time  required  to 
achieve  specific  objectives  of  the  proposed  work,  a schedule  for  completion  of  the 
work,  and  an  outline  of  the  phases  or  segments  into  which  the  proposed  program 
can  be  logically  divided.  The  IHD-SCOR  will  plan,  direct  and  execute  its  own 
research  program,  but  any  substantial  modifications  in  it  must  be  mutually  agreed 
upon  by  the  IHD-SCOR  institution  and  the  NHLBI. 

Additionally,  a yearly  two-day  meeting  of  SCOR  investigators  will  be  held,  most 
likely  in  Bethesda,  Maryland,  and  applicants  should  include  a request  for  travel 
funds  for  this  meeting  in  each  year  of  the  budget.  Applicants  should  also  include  a 
statement  in  the  application  indicating  willingness  to  participate  in  such  meetings. 

Although  this  solicitation  is  included  in  the  plans  for  Fiscal  Year  1985,  support  of 
grants  pursuant  to  this  request  for  applications  is  contingent  upon  ultimate  receipt 
of  appropriate  funds  for  this  purpose.  The  current  program  includes  eight  grants 
which  have  a total  annual  funding  base  of  approximately  $13  million  (including 
indirect  costs).  At  this  time,  it  is  not  possible  to  predict  whether  future  funding 
will  be  at  the  current  level  or  at  a lower  level.  This  will  be  influenced  by  the 
amount  of  funds  available  to  the  Division,  by  the  overall  merit  of  proposals,  and  by 
their  relevance  to  the  program  objectives.  It  is  the  intent  of  this  solicitation  to 
include  some  smaller  centers  and  to  emphasize  fundamental,  new,  innovative 
research.  A variety  of  approaches  would  be  responsive  to  this  solicitation; 
accordingly,  it  is  anticipated  that  there  will  be  a range  of  costs  among  individual 
grants  awarded. 

VII.  REVIEW  PROCEDURES  AND  CRITERIA 

The  applications  will  be  evaluated  in  national  competition  with  each  other. 
Primary  review  will  be  conducted  by  a review  group  of  predominantly  non-federal 
consultants  with  selected  scientific  expertise  and  may  involve  a site  visit. 
Secondary  review  will  be  by  the  National  Heart,  Lung,  and  Blood  Advisory  Council 
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Applications  considered  non-responsive  will  be  returned  to  the  investigator.  Major 
factors  to  be  considered  in  the  evaluation  of  responsive  applications  will  include: 


» 


1. 


The  scientific  merit  of  each  proposed  project,  including  the  novelty, 
originality  and  feasibility  of  the  approach  and  the  adequacy  of  the 
experimental  design; 


2. 

3. 


The  technical  merit  and  justification  of  each  core  unit; 


The  competence  of  the  investigators  to  accomplish  the  proposed 
research  goals,  their  commitment,  and  the  time  they  will  devote  to  the 
program; 


4. 


The  adequacy  of  facilities  to  perform  the  proposed  research  including 
the  laboratory  and  clinical  facilities  and  the  proposed  instrumentation 
and  data  management  systems,  when  needed; 


5. 


The  integration  of  the  various  projects  and  core  units  into  an  effective 
center,  and  the  adequacy  of  plans  for  interaction  and  dissemination  of 
information  among  investigators; 


6. 


The  qualifications,  experience  and  commitment  of  the  SCOR  Director 
and  the  ability  to  devote  adequate  time  and  effort  to  provide  effective 
leadership  to  the  center; 


7. 


The  scientific  and  administrative  structure  of  the  program,  including 
adequate  internal  and  external  procedures  for  monitoring  the  proposed 
research  and  for  providing  ongoing  quality  control  and  scientific  review; 


i 


8. 


The  institutional  commitment  to  the  program,  and  the  appropriateness 
of  its  resources  and  policies  for  the  administration  of  a research 
program  of  the  type  proposed; 


9. 


The  willingness  to  work  cooperatively  with  other  Specialized  Centers  of 
Research  in  Ischemic  Heart  Disease  and  with  the  NHLBI;  and 


10.  The  appropriateness  of  the  budget  for  the  proposed  program. 
VIII.  METHOD  OF  APPLICATION 
A.  Letter  of  Intent 


Prospective  applicants  are  encouraged  to  submit  a one-page  letter  of  intent 
which  includes  a synopsis  of  proposed  areas  of  research  and  identification  of 
any  other  participating  institutions.  This  letter  should  be  received  no  later 
than  April  4,  1983,  and  should  be  addressed  to: 


Dr.  Charles  L.  Turbyfill 

Division  of  Extramural  Affairs 

National  Heart,  Lung,  and  Blood  Institute 

National  Institutes  of  Health 

Westwood  Building  - Room  533 

5333  Westbard  Avenue 

Bethesda,  Maryland  20205 


i 
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The  Institute  requests  such  letters  only  to  provide  an  indication  of  the  number 
and  scope  of  applications  to  be  received.  A letter  of  intent  is  not  binding, 
and  it  will  not  enter  into  the  review  of  any  proposal  subsequently  submitted, 
nor  is  it  a necessary  requirement  for  application. 

B.  Application  Procedure 

In  addition  to  the  signed  original  and  six  copies  to  be  mailed  to  the  Division  of 
Research  Grants  (DRG)  (see  PHS  398  instructions  p.  8),  three  copies  should  be 
sent  or  delivered  to: 

Review  Processing  Section 

Division  of  Extramural  Affairs 

National  Heart,  Lung,  and  Blood  Institute 

National  Institutes  of  Health 

Westwood  Building  - Room  5A15 

5333  Westbard  Avenue 

Bethesda,  Maryland  20205 

To  ensure  their  review,  applications  must  be  received  by  July  18,  1983 

C.  Format  for  Applications 

Form  PHS  398  (Revised  May  1982)  should  be  used,  but  since  this  form  is  used 
primarily  for  the  traditional  project-grant  application,  several  sections  have 
to  be  modified  and  expanded  so  that  this  form  can  be  used  to  provide  the 
additional  information  needed  for  the  Ischemic  Heart  Disease  Specialized 
Centers  of  Research  Application. 

A SPECIAL  SUPPLEMENT  IS  AVAILABLE  CONTAINING  SPECIFIC 
GUIDELINES  FOR  THE  PREPARATION  OF  AN  IHD-SCOR  APPLICATION. 
PROSPECTIVE  APPLICANTS  SHOULD  SUBMIT  A WRITTEN  REQUEST  FOR 
THESE  GUIDELINES  TO  THE  PROGRAM  OFFICIAL  LISTED  BELOW. 

D.  Timetable 


Letter  of  intent 
Application  receipt  date 
Review  by  the  National,  Heart, 
Lung,  and  Blood  Advisory 
Council 

Notification  of  applicants 
Anticipated  award  date 


April  4,  1983 
3uly  18,  1983 


May  17-19,  1984 
May  25,  1984 
January  1,  1985 
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IX.  INQUIRIES 

Inquiries  about  the  Ischemic  Heart  Disease  SCOR  program  should  be  addressed  to: 

Eugene  R.  Passamani,  M.D. 

Associate  Director  for  Cardiology,  DHVD 
National  Heart,  Lung,  and  Blood  Institute 
National  Institutes  of  Health 
Federal  Building  - Room  3C12 
Bethesda,  Maryland  20205 

Telephone:  (301)496-1081 
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